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DERIVATIVES OF ARYL ACIDS, THEIR USE IN MEDICINE, PROCESS FOR THEIR 
PREPARATION AND PHARMACEUTICAL COMPOSITIONS CONTAINING THEM 



Field of the Invention 

The present invention relates to novel hypolq)idemic, antihyperglycemic 
compounds, their derivatives, their analogs, their tautomeric forms, their 
stereoisomers, their polymorphs, their pharmaceutically acceptable salts, then: 
pharmaceutically acceptable solvates and pharmaceutically acceptable compositions 
containing fliem. More particularly, the present invention relates to novel p-aiyl-a- 
oxysubstituted alkylcarboxyUc acids of the general formula (I), their derivatives, 
their analogs, then- tautomeric forms, their stereoisomers, thek polymorphs, flieir 
phannaceuticaUy acceptable salts, flieir pharmaceutically acceptable solvates and 
pharmaceutically acceptable compositions containing them. 




The present invention also relates to a process for the preparation of the 
above said novel compounds, their derivatives, their analogs, their tautomeric forms, 
flieir stereoisomers, flieir polymorphs, flieir pharmaceutically acceptable salts, 
phannaceuticaUy acceptable solvates, novel intermediates and pharmaceutical 

20 compositions containing them. 

The compounds of this invention can be used to treat and/or prevent diabetes 
caused by insulin resistance or impaired glucose tolerance and to treat and 
prevent complications of diabetes caused by insulin resistance or impaired 
glucose tolerance. Complications of diabetes include but are not limited to 

25 dyslipidemia, stroke, hyperlipidemia, hypercholesteremia, hyperglycemia, 
atherosclerosis, leptin resistance, hypertension, obesity, insuUn resistance, 
atherosclerosis, coronary artery disease and oflier cardiovascular disorders; 
renal disease, glomerulonephritis, glomerulosclerosis, nephrotic syndrome, 
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hypertensive nephrosclerosis, nephropathy; retinopa%. disorders to related 
endotiielial cell activation, psoriasis, polycystic ovarian syndrome (PCOS), 
dementia, inflammatory bowel diseases, myotonic dystrophy, pancreatitis,' 
arteriosclerosis, xanthoma, eating disorders, cancer or osteoporosis. The' 
compounds can be used as aldose reductase inhibitors or as an 
antiinflammatory agents. 

The compounds can be used to treat and/or prevent hyperUpidemia, 
hypercholesteremia, hyperglycemia, osteoporosis, obesity, impaired glucose 
tolerance, atherosclerosis, leptin resistance, insulin resistance or diseases in 
which insulin resistance is the underlying pathophysiological mechanism. 

The compounds can be used for the treatment and/ or prophylaxis of 
disorders related to Syndrome X such as hypertension, obesity, insulin 
resistance, atherosclerosis, coronary artery disease or a cardiovascular 
disorder. 

The compounds can be used for reducing total cholesterol, body weight, 
blood plasma glucose, insulin. HbA.c. triglycerides, LDL, VLDL or free fatty acids 
or increasing HDL in the plasma. The lowering of total cholesterol (TQ, increasing 
high density lipoprotein (HDL) and decreasing low density Hpoprotein (LDL), which 
have a beneficial effect on coronary heart disease and atiieroscletosis. 

The compounds of general fonnula (I) are usefiil in reducing body weight and 
for the treatment and/or prophylaxis of diseases such as hypertension, coronary heart 
disease, atherosclerosis, stroke, peripheral vascular diseases and related disorders. 
These compounds are usefiil for the treatment of famiKal hypercholesterolemia, 
hypertriglyceridemia, lowering of atiierogenic Upoproteins. VLDL (very low density 
lipoprotein) and LDL. The compounds of the present mvention can be used for the 
treatment of certain renal diseases including glomerulonephritis, glomerulosclerosis." 
nephrotic syndrome, hypertensive nephrosclerosis and nephropathy. The conqjounds 
of general formula 0) are also useful for the treatment and/or prophylaxis of insulin 
resistance (type U diabetes), leptin resistance, impaired glucose tolerance. 
dysUpidemia. disorders related to syndrome X such as hypertension, obesity, insulin 
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resistance, coronaiy heart disease and other cardiovascular disord«s. These 
cotnpounds may also be usefol as aldose reductase inhibitors, for improving 
cogm-tive functions in dementia, treating diabetic complications, disorders related to 
endothelial cell activation, psoriasis, polycystic ovarian syndrome (PCOS) 
inflammatory bowel diseases, osteoporosis, myotonic dystrophy, pancreatitis' 
artenosclerosis, retinopathy, xanthoma, inflammation and for the treatment of cancer! 
The compomids of the present invention are usefid in the treatment and/or 
prophylaxis of the above said diseases in combination/con-comittant with one or 
more HMG CoA reductase inhibitors, hypolipidemic/ hypolipoproteinemic agents 
such as fibric acid derivatives, fibrates, ezelimibe. orlistat, nicotinic acid, 
cholestyramine, colestipol and probucol. 

Backgroond Of Invention 
Atherosclerosis and other peripheral vascular diseases effect the quality of 
Ufe of miUions of people. Therefore, considerable attention has been directed 
towards understanding the etiology of hypercholesterolemia and hyperlipidemia and 
the development of effective therapeutic strategies. 

Hypercholesterolemia has been defined as plasma cholesterol level that 
exceeds arbitrarily defined value called "nonnal" level. Recently, it has been 
accepted that "ideal" plasma levels of cholesterol are much below the "normal" level 
of cholesterol in the general population and the risk of coronary arteiy disease (CAD) 
increases as cholesterol level rises above the "optimum" (or "ideal") value. There is 
clearly a definite cause and effect-relationship between hypercholesterolemia and 
CAD, particularly for individuals with multiple risk fectors. Most of the cholesterol 
is present in the esterified forms with various lipoproteins such as low density" 
lipoprotein (LDL). mtermediate density lipoprotein (IDL), high density lipoprotem 
(HDL) and partially as very low density lipoprotein (VLDL). Studies clearly 
indicate that there is an inverse correlationship between CAD and atherosclerosis 
with serum HDL-cholesterol concentrations. (Stampfer et al.. N. Engl. J. Med.. 325 
(1991), 373-381) and the risk of CAD increases with increasing levels of LDL and 



30 VLDL 



In CAD. generaUy "fatty streaks" in carotid, coronary and cerebral arteries, 
are found which are primarily free and esterified cholesterol. MUer e< ai. (fir. 
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Me^ J.. 282 (1981). ,741-1744) have shown that increase in HDL-particles may 
decree number of sites of stenosis in coronary arteries of humans, and high 
level of HDL-cholesterol may protect against the progression of atherosc,er6sis 
Picardo et al. {Arteriosclerosis 6 (1986) 434 - 441) have shown by «, yitro 
5 ^^eriments that HDL is capable ofremoving cholesterol ftom cells. IT^ey suggest 
ftat HDL may deplete tissues of excess free cholesterol and transfer them to the liver 
(Macikim^on J. Biol. Che.. 261 (1986). 2548-2552). Therefore, agents that 
mcease HDL cholesterol would have therapeutic significance for the treatment of 
hypercholesterolemia and coronary heart diseases (CHD). 
10 Obesity is a disease highly prevalent in affluent societies and in the 

developing world and is a major cause of morbidity and mortaUty. It is a state of 
excess body fat accumulation. The causes of obesity are unclear. It is believed to be 
of genetic origin or promoted by an interaction between the genotype and 
env^romnent Irrespective of the cause, the result is fat deposition due to imbalance 
between the energy intake versus energy expenditure. Dieting, exercise and appetite 
suppression have been a part of obesity treatment There is a need for efficient 
therapy to fight this disease since it may lead to coronary heart disease, diabetes 
stroke, hyperlipidemia. gout, osteoarthritis, reduced fertility and many othe^ 
psychological and social problems. 
20 Diabetes and insulin resistance is yet another disease which severely effects 

the quality of life of a large population in the world. Insulin resistance is the 
dmnmshed ability of insulin to exert its biological action across a broad range of 
concentrations. In insulin resistance, the body secretes abnormally high amounts of 
insuhn to compensate for this defect; failing which, the plasma glucose concentration 
25 mevitably rises and develops into diabetes. Among the developed countries 
dubetes mellitus is a common problem and is associated with a variety of 
abnormalities including obesity, hypertension, hyperlipidemia (J. Clin Invest 
(1985) 75:809-817; N. Engl. J. Med. (1987) 3,7:350-357; J. Clin. Endocrinol' 
Metab.. (1988) 66 : 580 -. 583; J. Clin. Invest.. (1975) 68:957-969) and other renal 
30 comphcations (See Patent Application No. WO 95/21608). It is now increasingly 
bemg recognized that msulin resistance and relative hyperinsuhnemia have a 
conlnbutory role in obesity, hypertension, atherosclerosis and type 2 diabetes 
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mellitus. The association of insuhn resistance with obesity, hypertension and angina 
has been described as a syndrome having insulin resistance as (he central pathogenic 
link-Syndrome-X. 

Hyperlipidemia is the primary cause of cardiovascular (CVD) and other 
> penpheral vascular diseases. High risk of CVD is related to the higher LDL (Low 
Density Lipoprotein) and VLDL (Very Low Density Lipoprotein) seen in hyper- 
bpidemia. Patients having glucose intolerance/insulin resistance in addition to 
hyperhpidemia have higher risk of CVD. Numerous studies in the past have shown 
ftat lowermg of plasma triglycerides and total cholesterol, in particular LDL and 
VLDL and increasing HDL cholesterol help in preventing cardiovascular diseases 

Peroxisome proliferator activated receptors (PPAR) are members of die 
nuclear receptor super family. TK. gamma (y) isoform of PPAR (PPARy) has been 
implicated in regulating differentiation of adipocytes (Endocrinology. (1994) 135- 
798-800) and energy homeostasis (CeD. (1995) 83: 803-812). whereas the alpha (a) 
isoform of PPAR (PPARa) mediates fatty acid oxidation (Trend. Endocrin. Metab 
(1993) 4: 291-296) thereby resulting in reduction of circulating free fetty acid 
plasma (CurrentBiol. (1995) 5:618-621). PPARa agonists have been found useful 
for the treatment of obesity (WO 97/36579). It has been recently disclosed that the 
hypolipidaemic effect is enhanced when the molecule has both PPARa and PPARy 
agonist activity and suggested to be useful for the treatment of syndrome X (WO 
97/25042). Synergism between the insulin sensitizer (PPARy agonist) and HMG 
CoA reductase inhibitor has been observed which may be useful for the treatment of 
atherosclerosis and xanthoma. (EP 0 753 298). 

It is known that PPARy plays an hnportant role in adipocyte differentiation 
(Cell. (1996) 87. 377-389). Ligand activation of PPAR is sufficient to cause 
complete terminal diflferentiation (Cell. (1994) 79, 1147-1156) including cell cycle 
withdrawal. PPARy is consistently expressed in certain cells and activation of this 
nuclear receptor with PPARy agomsts would stimulate the tenninal differentiation of 
adipocyte precursors and cause morphological and molecular changes chamcteristics 
of a more differentiated, less malignant state (Molecular CeB. (1998) 465-470- 
Carcinogenesis. (1998). 1949-53; ftoc. Natl. Acad. Sci. (1997) 94. 237-241) and 
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inhibition of expression of prostate cancer tissue (Cancer Research (1998) 58 3344 
3352). Tl^is would be uselul in the treatment of certain ^es of canJer. which 
express PPARy and could lead to a quite nontoxic chemotherapy. 

Leptin resistance is a condition wherein' the target cells are unable to respond 
toleptmsignals. ™3 may give rise to obesity due to excess food intake and reduced 
energy expenditure and cause impaired glucose tolerance, type 2 diabetes, cardio- 
vascular diseases and such other inte^iated compHcations. Kallen et al (Proc Natl 
Acad. Sci.. (1996) 93. 5793-5796) have reported that i„s„U„ sensitizers which 
perhaps due to their PPAR agonist expression and lower plasma leptin 
concentrations. However, it has been recently disclosed that compounds having 
msuhn sensitizing property also possess leptin sensitization activity. TT,ey lower the 
circulatmg plasma leptin concentrations by improving the target ceU refuse to 
leptin (WO 98/02159). 

A few aryloxy alkanoic acids, their derivatives, and their analogs have been 
-ported to be useful in the treatment of hyperglycemia and hj^holesterolemia 
Some of such compounds described in the prior art are outlined below: 

i) International publication No. WO 00/49005 disclose the compomids 
of general formula (n a) 



(lla) 



20 



R2 



25 



wherem Het is an optionally substituted, saturated partially saturated or fully 
unsaturated 8 to 10 membered bicyclic ring. R' is optionally substituted a^l or 
optionally substituted heteroaryl. R^ is hydrogen halogen, lower alley, or lower 
^oxy. L is an -R3-R^=linkage where r3 is alkylene. aDcenylene or aDcynylene and 
R .s a direct bond, cycloalkylene. heterocycloalkylene. arylene. heteroarylidiyl. - 
C(=Z ).NR^ NR^-C(=Z^ .Z^ .C(=0). .C(=NOR^), .^K, NR^.C(=zVNR^ SO. 
NR NR-SOa. -0-C(=O)-. -C(K))-0. -0-C(=0)-NR^ -NR^-C(=0)-0- is 
optionally substituted alkylene or alkenylene, Y is carboxy or an acid bioisosiere and 
Z ,s NR and the corresponding N-oxides and their prodrugs and phamiaceutically 
acceptable salts and solvates. 
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An example of fliese conqjounds is shown in formula (D b) 

Q 

ii) International publication No. WO 98/31359 disclose the compounds 
of general formula (He) 

X-Y-Z-Aryl-A-B 
wherein X represents NH^, NH-C(=NH)-. and the like or 5 or 6 membered 
monocycUc aromatic or nonaromatic ring system containing 0, I. 2, 3 or 4 
heteroatoms selected from N, O or S wherein the mono or bicyclic ring system either 
substituted or unsubstituted. or a 9 to 14 membered polycycHc ring system, wherein 
one or more of the rings is aromatic and wherein the polycyclic ring system contains 
0. 1. 2. 3 or 4 heteroatoms selected from N, 0 or S. wherein the polycyclic ring 
system either substituted or misubstituted; Y is selected from alkylene. Co- 
scycloalkyl. Co-s alkylene-NR'^-CO-Co-s alkylene. Co-salkylene-CONR'o^Co^ 
alkylene. Cm alkylene-O-C^ alkylene, Q,^ alkylene-NR^-Co^ alkylene, Q« 
alkylene-S(0)o.2-Co,, alkylene, Co^ alkylene-SCOVa-NR'^-Q,^ alkylene,' Q,, 
alkylene-hfR'°-S(0)o.2-C<« alkylene. Co.« alkylene-CO-Co-g alkylene, (CR^U- 
^KCHz)^, (CH2)M-aryl-CO-(CH2)o^. (CH2)o.6-aryl-CO-NR"'-(CH2)o^. (CH2)o^ 
arylNR«'CO(CH2)o^. or (CH2)o.8-CH(OR')(CH2)o-8; Z and A are each independently 
selected from (CH^U (CH2)„0(CH2)„. (CH2)™NR"(CH3)„. 
20 (CH.)^"C0NR-(CH2)„. (CH.)„C0NR"(CH,)„. .(CHa)„,CO(CH.). 
(CH2)™CS(CH2)„. (CH2)™NR"S02(CH2)„. (CH2)„SNR"(CH2)n. 

(CH2)„S02NR"(CH2)„. (CH2)„NR"S02(CH2)„. (CH2)„CR"=CR'^(CH2)„.' 
(CH2)n,CsC(CH2)„; where m and n are each independently an integer from 0 to 6; 
Aiyl is a 6 membered aromatic ring containing 0. 1. 2 or 3 nitrogen atoms and either 
25 unsubstituted or substituted with and R'; B is 
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p . an ft™. , ,„ 3. R' is »l=cW ft„„ t,<fcog.„, U,^, (c,..) ^, 

C« ■a^ta.n^o (C^ (c«) dia,k„3„i„„ (C«, ai^. (C„, dia,Man*o 
(.y alkyl. (C„) alk<«^„.ytaM„ (q^, 

a%!oxyc.*«ytai„„ (C„, (c„) afty,oartK,.ytai„„ (C«, aBcy,, a,,, (c, 
.) -I^tartctatoo (C„, .13^ and *c Ito; R' is s=leo«d fton, (C„.) poiycyCy, 
(C,4) dkylaul&nytanino (C„) attyl and to like. R" is »|ac^ „, 
i)allcyli)xy and the lite; ^ 

An example of liiese compminds is shoon in fomula (nd) 
O O 




NHS02CH2-^\3 



'N^N^^/l^J H V-\ (|,d) 



15 iii) International publication No. WO 94/12181 disclose the compounds 

of general foimula (He) 

X-Y-2-Aryl-A-B (||e) 

aryl is a 6 membered aromatic ring containing 0. 1. 2 or 3 mHogen atonis and either 

^tedorsubstitut^iwithR^andR^Xrepresents^ 
20 l±e or 4 to 10 membered mono or polycycKc aromatic or nonaromatic ring system 
and containing 0, 1. 2. 3 or 4 hetaroatoms selected' from N. O or S either 
u^ubstituted or substituted;Yis selected from Co. alky,. C..ocy^^^^^ 
S^.T'^jf!' C.3allcyl-CONR3.^3 alkyl. alkyl-0-C« alkyl. Co. alkyl- 
S(0) -Co. alkyl. (CH.)o.« aryl-(CH.)o.. (CH.)o. ary,-SO„-. (CH.)o. axyK:o^CH.)o. 
8. (CH,)« aryl-SO,-(CH.W.(CH.)o.« NR'-(CH.W. iCm^U aryI-CH(OH)KCH.)o. 
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(CH2)o.-CONH-(CH.)„,, Co.alkyl-SO.-NR^<^aft^^ 
^ alkyl-CH(OHK:o^ alkyl. whe:. n is an integer from 0-2; Z and A are 
^pendenUy chosen from (CH.U ^CH,). (CH.).NR3(CH.). 
™^H,„, (CH.)„C0M.'.(CH3)„, immZ 

^:?r:^'"' ™)"S(CH3)„„ (CH.)„SO.(CH.U (CH.)„SO(CH.)„.. 
(CH.M^^^^ (CH.^CR3^^(CHi; 
(CH3).C^(CH3)„, (CHa)„CH(OH)(CH.), where m and n are each independently an 
integer from 0 to 6; Arylis a 6 membered a^matic ring system containing 012 3 
or 4 N atoms and either unsubstituted or substituted with R^ provided that when' A is 

(CH,)m. the Aryl ring, bonded byZandAmust contain at least one heteroatom- 
Bis 

O r9 

X-(CH2)o-i-C-Ri2 
or / \ 

R . R'. R». R'. R'" and R". are independently selected from hydrogen, fluorine (C, 
s) alkyl. hydroxy, hydroxy (C,^) alkyl. carboxy (Co^)alkyl. (C,.) alkyloxy. aryi (C„ 
15 6) alkyloxy. (C3.,)cycIoalkyl. aryl (Co^) alkyl. (C..)alkylcarbonyloxy (Cce) 
alkylamino (Qmi) aDcyl and flie like; 

R« is selected from hydroxy, (C,.s) alkyloxy, aryl (Q«) alkyl and the like; 
An example of these compounds is shown in formula (Ilf i 




COOH 
NHSO2BU 

20 iv) International publication No. WO 93/16697 and U.S. Patent No. 

5,227,490 disclose the compounds of general formula (Hg) 
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wherein R' is ohcsen (c,-Cd.Bcyl. «yKCW:,.).lky,, 

Q alkyIsulfonyI{Co-C6)alkvl ^ mi„ . • J^^^ ^^autyx, (c,. 

Cio)alkyIanuno(Co-C6)alkvl (r n \ ^ ■ ,^ 

T . "^KCVOHcyloxy, (C,-C).Ucv, 

chos. ,,^,0.,. (C,-C.,a^,„^, ^ta^c,^„, a^l^^t 

C.)a.^su,f„„, (C,^,„„y,^„. ^^^^^ alkytaBbn^JT c' 

«. carbcxy. ,^1 ca,b„„„.p^ SO,.p „he,«. P i, . .i^ ^ „ „ ^ " 
or . Of 2-4 L 0, D anino acids co^ecW by Mo,^ „ 

"pr««.6 caH«xy,. (C,<:.)alkyloarbo„yl, ao.|(C,-C,.)aO,yfcrt„„yl, (C, 
C..«^oxyca,bo„ytai„„(C,.c.)aD.y,, (C,-«al,=ytatoo««^,^c,- 
C.^M, a.3'l(CrQ)alkyl«„i„„«rt«„,yl=„,i„„(c,.c,Wkyt 

Q»y.oxy«a*„M and p^vided to when «,e„ is on. R= on 

»rbon a»„ aey „«y ^ a, „^ ^, . 

^■(C,^,....,; Z is NKV wbe.. .d R' »e ind,e.d4 b>^^^! 

with (C,^.),lly,„,y, o,rt«xy (C-Oattyl, hyd^xy, Moi^ or Z «p,««„s a 4-9 
n,«nb«^ mono ™ WoycU. ring system containing , ^ „, 3 b^teroaton. cbosc. 
fiom N, O or S and eite msubstinittd or subsSluted wia R« or R' or 

NR' MRS 



25 R'HN-C- ; -NR'-CH : -NR'-c-NRV 

V is (C,-C,o)aHyl eitbei unsnbslituted or unsubslitutcd mth one or mor. 
^ups ^ aom R' or r'; or Y ,cprcs«,.s (C,A)cycloalky,, ary, (cv 
C^y^'""^'- "^^■"'^'-^■('^-Oai^-bony,, (C..C,>«^,a.;, 
Cs^^lcarbox,^, ((VC3,a«=y,a„,„.«Co<:.)a,ky, (CVC,>,kyK,xKCV 
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0 u o 

II H II 

— c-nh; —n — CH 



or -(CH,M.(CH)„ where Q is a Ca-C, membered heterocyclic ring conlHimng 1 2 
or 3 heteroaton. chosen fron, N, 0 or S ar.d substituted or unsubstituted with oxo 
fluo. or (C,-Q)alkyl and m and n are chosen fiom the integers 0 1 2 or 3- 
5 X is O S. SO. SO. CO. .NR<CO-. C0NR\ -CH.-. -CHK^H-. ^Ic-. -NR^CS- 
^SNR-.or SO.NR^- or NR^SO.;An e^le of «,ese compounds is shoJn in 
fonnula (Uh) 

"\_/-(CH2)40-^JI Ah W 

V) International publication No. WO 00/05223 disclose the compounds 
10 • of general formula (IB) 



(Ill) 



25 



where A is a bicyclic heteroaryl. optionaUy substituted wift one or more substituents- 
B .3 Imker group connecting group A to g„,ups D and comprising a 3 or 4 atom 
imker where each atom is independently selected from carbon, oxygen, nitrogen .d 
sulphur and is optionally substituted with one or more C,-« allcyl groups or two of 
such.adjacent alkyl substituents may fonn a ring; C is aryl or mono or bicyclic 
heteroaryl, each or which can be optionaUy substituted; D is an aryl or heteroaryl 
both or which are optionally substituted, R' is hydrogen. C,-s alkyl. C..3 alkanoyl o^ 
C-a alkoxycaxbonyl. to are each independently selected fiom hydrogen C,-, 
alkyl. aryl and heteroaryl containing up to 2 heteroatoms chosen from oxygen, 
sulphur and nitrogen, the aryl and heteroaryl optionally substituted with C.-« alkyl 
C.-, alkenyl, Q-, alkynyl. C.-4 alkoxy. C,.4 alkanoyl. C,-« aDcylamino. C.-4 alkylQ-' 
6 aMoxy. C,-,alkylaminoC,-,alkyl. nitro. cyano. halogen, trifluoromethyl. hydroxy. 
(CH,)pOH where p is 1 or 2. -COR' and -CONR»R^ where R' and R" are 
mdependently selected from hydrogen and Crs alkyl or two of R^ .0 R' can be taken 
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togeth. to fonna3to7.en.bercdrin^R«is an acidic fimctionalgroup^^ 

each™depende„tIyOorwithfl,eprovisotbatra„dsca™.otbofl.beO 
An example of these compounds is shown in fonnula (nj) 



COOH 



5 vi) International publication No. WO 00/64888 disclose the compounds 

ofgeneral fonnula (Ilk) 




20 



(Ilk) 



A i. 0, S, SO, OS. NE". C(0). NR"C(0) Lnr" 

Nl^"C(0,N(R.=),C(R'VN;ch..io.,.„„dand,he,Oce; B O S S »^ 

^C(0>K^V(0>„c«B....^^^^ 

a . k „ c U d is, , , ,-5; h , M; R-, r3, 

R »^ R a„ mdepentoOy -<CH.),X; , is 0-3; X is hydrogen. Haiog.^ 3^, 

R 0!SNH,R"NCO.R"O-2,«m2olidino„yl<„tttta„,y, 

Aa exsmpte of these componiids is shown in fonnula (IB) 

O 
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Summary f th e Invenfinn 
He toenBo. p™,jd« novel compounds of the fcnnu, (1) a,eir 

5 .c^™. .,va,e. and pta^aoenS., con,os«o. c.«ainn,, ^ „ J 
. mnc^ kavMg good stability and so«„, whicb can b. used 6, ft. ^ 
yj. p^p^Ws of dis«s« .U»d » teeased to.,, oflipids. «p«ia«, „ 
h^r„p.dc^a, and fo. ^ «anncn. of W» H diabcas. i^ ^.^ 

"'°^=™«Mcptn«sis,ancc.atoscle,„sis..dis»„te„ta.cd»S,nd,on„X™^^ 
.3 h,pe««.,„.. Obesity, insulin distance, cotonaty .^^ ^ „^ 

ca^ovascul^ diso^.,. ^, glo^nUoncphtitis 
glon-endosole^sis, naphotic s,nd„,n,e. hype*„siv, naptoscle^si,, n.pl„»»a.; 
r^^my. disontes related to «,dotbelial ceU «»iv.tio., psoriasis, polycysnt 
o^tan synd^nte (PCOS,, de^en^^ tabetic contpMons. catit^ disds 
.5 os^opotosts. inflannna.0^ ^ 

Ktmopalby. a«edoscle,<,sis. xanthon^ or cancer be.t« efflcacy, p««, and' 
lower toxicity. . t- j auu 

^^P'^^^nt-vention provides novel compounds ofthe formula (I) and their 
denvadves. ..eir analogs. *eir tautomeric fonns. *eir stereoisomer, their 
polymorphs, their phannaceutically acceptable salts, their phannaceutically 
acceptable solvates and pharmaceutical compositions containing them or their 
mm^ which may have agonist activity against PPARa and / or PPARy and 

25 .^«P-««°*»vention provides novel compounds ofthe formula (D and their 

denvahves. fl.eir analogs. *eir tautomeric fonns. their stereoisomers, ^eir ' 
polymaths, their phannaceuticaUy acceptable salts, their pharmaceutically 
acceptable solvates and pharmaceutical compositions containing them or their 
matures having eriumced acdvities. without toxic effect or with reduced toxic effect 
Ite present mvention provides a process for the preparation of novel 
compounds of the formula ® as defined above, their analogs, their tautomeric forms 
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their phannaceutically acceptable solvates. 

Tlie present invention provides pharmaceutical conipositions containing 
Pove, compounds of fte general fom^ula (D. fl,eir analogs, fteir derivadves. their 
tautome:.. their stexeoispmers. their polyn.on,hs. their phannaceuticaUy acceptable 
sa^ts, solvates or fl^eir nnxtures in combination with suitable caniers. solvents 
diluents and other media nonnally employed in preparing such compositions. ' 
Detailed Description Of ThA Tn^^^^^^ 
The present invention relates to compomids havmg the general fommla © 

X -,3 



10 




R'* O 

(I) 



-(CHa)„~-W-(CH2),-Ar-Q-_(CH2)p-i-{!-YR« 



their derivatives, their analogs, their tautomeric fonns. their stereoisomers, their 
polymoiphs, their phannaceutically acceptable salts, their phannaceutically 
acceptable solvates and phannaceutical compositions containing them or their 
mixtures whexein X represents 0 or S; the groups r1. r2 and the group r3 when 
15 at^hed to fte carbon atom, may be same or different and represent hydrogen 
halogen, hydroxy, nitro. cyano. fonnyl or substituted or unsubstituted groups' 
selected from alkyl. cycloalkyl, alkoxy. cycloalkoxy, aryl. aryloxy, aralkyl. aralkoxy 
heterocyclyl, heteroaxyl. heteroaralkyl. heteroaxyloxy. heteroaralkoxy, acyl, acyloxy' 
hy^oxyancyl. amino, acylammo. monoalkylamino. dialkylamino. arylamino.' 
20 aralkylamino, aminoalky^ allcoxycarbonyl. aryloxycarbonyl. a^Ikoxycarbonyl 
alkoxyalkyl. aryloxyalkyl. aralkoxyalkyl. alkylthio. thioalkyl, alkoxycarbonylamino' 
axyloxycarbonylamino. aralkoxycarbonylamino. carboxylic acid or its derivatives or 
sulfonic acid or its derivatives; r3 .hen attached to nitrogen atom repres^ts 
hydn>gen. hydroxy, fonnyl or substituted or unsubstituted groups selected from 
25 alkyl. cycloalkyV alkoxy. cycloalkoxy. axy,. aralkyl. heterocyclyl. heteroaryl 
hele«,aralkyl. hydroxyalkyl. amino, acylamino. monoalkylamino. dialkylamino' 
arylamino, aralkylamino, aminoalkyl. aryloxy. aralkoxy. heteroaryloxy' 
heteroaralkoxy. alkoxycarbonyl. aryloxycarbonyl. araDcoxycarbonyl. alkoxyalkyl' 
axyloxyalkyl. aralkoxyalkyl groups. carboxyUc acid or its derivatives, or sulfonic' 
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- -cm ..<=o,, cc=0H.. e(=o«, ^,7e„X> 

NR', NK'^.o>0.. NR'<,=o>NR', HR-^^OX SQ^-NR', NH'^, ^, 

■^•^ hyd,og«^ (C,<:rf attyl. o, subaiMed or ^.batarf 

group; o. and „ arc iottg.^ ^ 6^ ^. ^ ^ 

unsubsswed divalen, si^. ^ „ ^^^^^ ^, ^ 

be s^e or diff™« ..^ ^ ^ 

or un.b^«,«d groups se,e«od ta, (C,^,d „ 

alkyl, cyclolkyl. uryl araU^y^ fc.^,^,, ^ ^ 

~ oxyg™ or NR'. wbore R' rap^ „ ^ 

m„ubso,utod groups seloctol 6oa, alkyl. sryl b,dn«^,. ar^^,! Wo,«ycM 
he^roary,, or b.^roaraM groups; R' R' .ogofc, ^ fe^ , „^ ^ 
'S un^bsbU-rod 5 or 6 urenrbered oyobc sbucb,,. ^ ^ ^ J 

mbogeo a»„,s and ^ „pboua% couto o« or „»« ^ 
oxygon, or sulib. Q o. S. SO. SO. or m' wh«rin R' 

hydn,gen, substad or unsubsdUM groups sofeo«d ficm (C,<:„) aj^l 
oyCoaM, ary,. bydro.ya»cy,. aratty. b*,«yoW he»ro.,yl or baoroaraUcyl' 
groups; p IS an integer of 0 or 1 ; 

Mutable groups by ^. ,(2 ^ ^ ^ 

carbon au,n,, ™ay be solecW »om hydn,g«, babge. „ 
oMo^o, bromine or iodine; bydroxy. cy«x,. nito,. fa^i ^ 
unsubsdn.^ (C,-CrfaB.y, group. especiaDy. Bnear or b,«„*«i (CK:,.,alkyl group 
such as netby,. .dry,, .propyl iso-propy,. n^u is^buW -buiyl. n^^. iso- 
pen^l. hexyl, bepW oc^ and «« iifa; cycIo(C,^>,ky, group such as 
cyctopropyl. cyclobuw oycIop«,« cycloh«,yl and Uk, Bko. d» oycloalkyi g™», 
nay be subsd„«; (C,-Q»oxy sucb as n^iboxy. edroxy. propyioxy. bu^oxy 
.so-propyloxy and fte lilco, „bicb ^ oyo^C^)^ ^ 

0 sucb as cyclopropyloxy, cyelobu„loxy. cycIopeMyloxy, oyold«,tey and to Bk. 
«.= cycloaDcoxy gr«,p may b, snbaibaed; «yl gn.up a,oh as phenyl napbd,,! and 
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to to a,e ao-. ^ be substia^d; a^loxy ^ such « pk™^, 

CACH. CH,OC«.CH„ CH,OC»CH,CH, .„d ^ Kl.; g,„„p s„^ „ 

Pheocttyloxy, .apttyta^oxy. ph..y^^y,„;<,. ^ b^,, ^ 
-1.0^ g-oup „ay be s.bsa«ed; h=„„cye.y, g^ups s.ch azW^i.,, 
P^I*.y; ™,pl.„,by,, pip.ridM,.p,pe^i„y, „d fte tt. to^oycM 

l^a^W «a.,y, o,a.^^^ 

«™n,M. pyridine^,, ^^,4,,, ^^^^^^^^ ^^^^^^^^ ^ 

-< to he»^, g„„p ^ ^^^^^^ ^ 

«d »y be ^battu,^; acyl group such .s ace«.|. p^picuy,, b«.oyl a„d Bke 
to «Tl group „«V be subsduittt a^Ioxy g^up such as OOCMe, OOCEt OOCPh 
and to like. wMch be subaab,te4 acytoiuo groups such as NHCOCH, 
NHCOC^. NHCOC.H,. NHCOUH. aud .c ,^e. which ^ be su^^^': 
monoattyta*., group such as NHCH,, NHC*. NHC,H, mcoi,,, ^ like' 
whch ruay be ^ ^^^^^^^ 

n^itsh «Ki to like, »hich u„y b, subsaaw; a^.^^ g™„p such as HNC* 
N NHWfcCH,, NHOH^Hal aud «.e like, which „ay he subsUu.ld 

a»lkyh»uino g^p such as C^sCHm. C«,CH,CHrNH, C^CH^CH, and dj 
Ito, whch ruay be substtuBd; ^ group; mrn^C-C.) alkyl such as 
™»K,mett,I, ..iuoeftyl , ,™,p,opyl and fte like, which ^y be subs«h.ted; (C,- ' 
OMroxyalkyl. which ^ ^ 

m«h<«y™ftyl etaymeftyl. uKto^cye^l. etoxyetyl aud to like *e 
*«y>lkyl g™.p ™.y be snbslih^d; aryloxyattyl group such as QH,OCH, 
CrftOCUCH,. .^plahyloxy™*,! ml to fflce. which u,.y be subsdtoted' 
»*«y«»^l gn»P such as W«M*CHr. Ca,CH,OCH,ca, and 0. Bke. which 
may be s«bsdh*d; alkoxycrbouyl such meftoxycarbouyl. edK,xycarbouyl and 
to hke. Which ...y b, substih,«d; «y.oxycart,c„yr group such as pheuoxycarbouyl 
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lik= wh- >, . ™COOCH,CrfI,CHj, NHC00CH,C5H,0CH, a,rf tto 
CONH. CONHM,, CONM.,, CONHE^ CONE,. CONHH. ^T^'t 
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<le>™i:,es. TliKe groups are as defined above. 

I. is p^fened fta. fte subsat,e.,s o„ by R., r2 ^ 3 

«b „ pH^t araM group such as beuz,^ iC^,^'Z,Z^ 
group, acyl or acyloxy groups. "^y^xy. Hydroxy 

seated from hydrogen, hydroxy, for^y,; substituted or upsubstituted (C.-C..)aL 
group, especiaUy, linear or branched (C ^ i l^i-^uJaUcyl 
or orancned (C,-C6)alkyl group, such as methyl, ethyl, n- 
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"^M.ytaea.>„„^, p.e.y,p,„p,^ ""^ «» »afaxy glp 

.5 ™»,d.,^ p.pe^„„ ^ ^ ^ J. 

SToup sue. 33 p^*,, ^e„„, p^,„, • 

« « t.^p^„, ben,^, ^ ^ ^ 

■«-ao.l ^.p „ay be ^ ^ 

•wta«n ^ b«»»^, ^,e... .„ „ ,e^e. «,„er 

1 IlTr""*" ^"^ ™' " '"^^ •«<i.3 

™i Uce. wbeh ,„ay be ^i,,^^, ' " 

~>.N(C«a-..,..,*.™,,b..bs^Jj,r^^ 

z^? T ^ "= ~^"p^ -^"-^ 

«- *e mce. wbieb ^y be .bs^^^, (C^y,y^^^, 
^ b, ^ ^ 
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aryloxyalkyi group such as.QHsOCHa, C^sOCHaCH.. naphthyloxymethyl and the 
hke. which may be substituted; aralkoxyalkyl group such as QH^CHaOCH, 
C^5CHaOCH.CHa aud the like, which may be substituted; aDcoxycarbonyl group' 
such as methoxycarbonyl, ethoxycarbonyl and the like, which may be substituted- 
5 axyloxycarbonyl group such as phenoxycarbonyl. naphthyloxycaxbonyl and the like' 
which may be substituted; aralkoxycarbonyl group such as benzyloxycarbonyl' 
phenethyloxycarbonyl. naphthyhnethoxycarbonyl and the like, which may be' 
substituted; carboxylic acid or its derivatives such as amides, like CONH. 

^°^«.C0NMe.C0NHE,C0NEt3.C0>niPh and the like, the ^^^^ 
denvatives may be substituted; sulfonic acid derivatives such as amides Uke 
SO^m^, SOaNHMe. SOaNMe,. SO^NHCFa and the like, the sulfonic' acid 
derivatives may be substituted. 

When the groups represented by r3 attached to nitrogen are substituted, 
substituents may be selected fiom halogen such as fluorine or chlorine; hydroxy 
aoyl. acyloxy or amino groups. These groups are as defined above. 

Suitable groups represented by and may be selected fiom hydrogen, 
hydroxy, (C,-C3)alkoxy group such as methoxy. ethoxy. propoxy and the like- 
halogen atom such as fluorine, chlorine, bromine or iodine; (C,-C„)alkyl groups such 
as methyl, ethyl, propyl, isopropyl, bulyl. isobutyl. pentyl. hexyl. heptyl. and the like 
which may be substituted; aralkyl such as benzyl, phenethyl and the like, which may 
be substituted or heteroaralkyl such as pyridinemethyl. pyridmeethyl. fi.ramnethyl 
oxazolemethyl. oxazolethyl. furanethyl and the like, the heteroaralkyl group may be' 
substtuted. Ihe substituents axe selected from halogen, hydroxy or (C,-Q)alkyl 
groups. 

Suitable groups represented by R« may be selected from hydrogen, linear or 
branched (C,-C,5)alkyl. preferably (C,-C„)alkyl group such as .methyl, ethyl, n- 
Piopyl. iso-propyl. n-butyl, iso-butyl. pentyl. hexyl, octyl and the like, the alkyl 
group may be substituted; (Ca-Ocycloalkyl such as cycloprbpyl. cyclopentyl. 
cyclohexyl and the hke. the cycloalkyl group may be substituted; aryl group such as 
phenyl, naphthyl and the like, the aryl group may be substituted; heteroaryl group 
such as pyridyl, thienyl, pyxrolyl. fiiryl and the like, the heteroaryl group may be 
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pyn4,^a,yl, oxazotaeayl, oxazolefty, a»d to Ite, Ih. h=ta»al)cy, g,„™, ^ 
^b^^W; ^.p , «d ft. tt^ to .„J 

P.p=nd^l and to Bke, to l,e,=„^c,y, ^ 
o. R ^y be selected fa,™ M„g„, iy^^, ^ „ ^ 

^PS selected ^ (C-CMky,, (C,<:,)cycIodkyl, (C^>to;<y, (c, 
Ocycloalkoxy, »alk„xy(C,-CHKyI. hete^^yclyf 

^0^^,. (C,^,,^l (CKi>oy,„,,, byd^CrOalyl. -.to. (C.' 

C.»o^ea,benyl, (COalkytatoc, (C,.Q)aac„^i (C,-Ci).ttyB„„;a,o(C. 
C.).lty. roups. crtoxyHc acid or i,. derivaSv^, „ ^ 
me substituents are as defined above. 

/;;^'^^^°"P^-P-»*«d''yR'-y be selected 6om hydrogen, to^^ 
branche (C,-C.)aM group, such as methyl. e%l, „.propyl. iso-p^py, 
iscbutyl. t-butyl. n-pentyl. iso-pentyl. hexyl. heptyl. octyl, nonyl and .he like- aryl 
group such as phenyl, naphthyl and the like, the a^^l group may be substituted; 
aralkyl such as benzyl, phenethyl. Crfl.CHaCH.CH,. naphthyhnethyl and the like 
the aralkyl group may be substituted. n.e substitu«,ts may be selected ftom 
0 hydroxy, halogen. linear or branched (C,-C,o)alkyl such as methyl, ethyl iso- 
propyl. n-butyl. iso-butyl, t-butyl, n-pentyl, iso-pentyl. hexyl, heptyl. oct^l and 
the like; (C,-Q)alkoxy such as methoxy. ethoxy. propyloxy. isopropyloxy 
butyloxy and the like; aryl group such as phenyl, naphthyl and the like; aralkyi 
group such as benzyl, phenethyl, naphthyhnethyl and the like. 

> '"'*^^^^^<>"P«-P-«ented by R« .nay be selected fiom hydrogen, linear or 

branched (C,-C,)alkyl, preferably (C,-C.)alkyl group such as methyl, ethyl n- 
propyl. :so-propyl. n-butyl. iso-butyl, pentyl, hexyl. octyl and the like, the ^1 
group may be substituted; hydroxy(C,-C.)alkyl. the hydroxy (C.-Q)allcyl group may 
be substituted; axyl group such as phenyl, naphthyl and the like, the aryl group may 
be substituted; aralkyl group such as benzyl, pheh^^y, and the like, the aralkyl 
group may be substituted; heterocyclyl group such as aziridinyl. pyrrolidinyl 
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pperidinyl and the like, the hetenH:yclyl group »ay be substituted; he,«oa,yl group 
such as pyridyl. thienyl. pyrtolyl. ftry,. and the like, the heteroaryl group may be 
substituted; heteroaralkyl group such as furanmethyl. ftianethyl. pj^dineme%l 
pyndmeethyl, oxazolemethyl. oxazolethyl and the like, the heteroaralkyl group may 
5 be substituted. substituer.ts may be selected from hydroxy, halogen, linear or 
branched (C,-Qo)aIkyl such as methyl, ethyl, iso-propyl. n-butyl. iso-butyl t- 
butyl. n-pentyl, iso-pentyl, hexyl. heptyl. octyl and the like; (Q-Q)aIkoxy 
such as methoxy. ethoxy. propyloxy. isopropyloxy. butyloxy and the like- aryl 
group such as phenyl, naphthyl and the like; aralkyl group such as benzyl. 
10 phenethyl,naphthylmethyl and the like. 

Suitable ring structures formed by R*' and R« together may be selected from 
pynohdmyl, piperidinyl. morpholinyl. piperazinyl and the like. 

Suitable groups represented by R'may be selected from hydrogen, substituted 
or unsubstituted (C,-C„)alkyl group, especially. linear or branched (C.-C,o)alkyI 
15 group, such as methyl, ethyl, n-propyl. iso-propyl, n-butyl. iso-butyl, t-butyl n- 
pentyl. rso-pentyl. hexyl. heptyl. octyl. nonyl and the like; cyclo(C3-Q)alkyl group 
such as cyclopropyl. cyclobutyl. cyclopentyl. cyclohexyl and the like, the cycloalkyl 
group may be substituted; aryl group such as phenyl, naphthyl and the like, the aryl 
group may be substituted; aralkyl such as benzyl, phenethyl, QHsCHaCH^CH, 
0 naphthylmethyl and the like, the aralkyl group may be substituted; heterocyolyi 
groups such as aziridinyl. pyrroHdmyl. morpholinyl. piperidmyl. piperazinyl and the 
like, the heterocyclyl group may be substituted; heteroaiyl group such as pyridyl 
thienyl. furyl. pyrrolyl. oxazolyl. thiazolyl. imidazolyl. oxadiazolyl, tetrazolyl' 
b^rzopyranyl. benzofuryl and the like. ^ heteroaryl group may be substituted' 
> heteroaralkyl group such as foramnethyl. foranethyl. pyridinemethyl. pyridineethyl' 
oxazolemethyl. oxazolethyl and the like, the heteroaralkyl group may be substituted- 
hydroxy(C,-C6)alkyl. which may be substituted. The substituents may be selected' 
from hydroxy, halogen. (C,-C6)alkyl or (Q-C6)alkoxy groups. 

Suitable groups represented by Ar may be selected from substituted or 
unsubshtuted groups selected from divalent phenylene. naphthylene. pyridyl 
qumolinyl. benzofuryl, dihydrobenzo&ryl. benzopyranyl. dihydrobenzopyranyl' 
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W or Wted „p«<^,y M„gen.ted (CK:i>a)^l 

ac,* and llie,r .tavaSves. Tie sutalftonts « deaned a, ll»y a., fa R. R. 

.Ph«y.™ ™phd,ytae, Wo«^,, 
•zamdotayl, beii2oftia2olyI or boEoxazolyl groups. 

I. is sdll more preferred tat Ar is rep,«en«d by divai^,, pta,^,.^ 
.0 Mpk^tae or ^f^, ^ ^ 

haloalkyi, metfaoxy or haloalkoxy groups. ' 
^ ^ ^ Suitable n is an integer ranging from 0 to 4. preferably „ represents an integer 

Suitable m is an integer ranging from 1 to 2. 
Suitable p is an integer ranging of 0 or 1 , 

^^^♦^''^ny-'^^tablesaltsfornHngpartofthisinventioninclude^^ 
dem^ed from inorganic bases such as Li. Na. K, Ca, Mg. Fe. Cu, Zn, Mn; salts of 
orgamc bases such as N,N'-diacetylethylenediamine. be^e, caffeine 2- 
Aethylaminoethanol. 2-dimethylaminoethanol, N-ethytoorpholine, \. 
20 etMpiperidin.. glucamhe. glucosamine, hydrabamine, isopropylamine 
methylglucamine. morpholine, pipe™, pipendine. procaine, purines' 
fteobromine. triethylamine, trimethylamine. tripropylamine. tromethamine' 
dieftanolamine. megtoine. ethylenediamine. N,N'-diphenylethyIenediamine. N.N' - 
dibenzylethylenediamine. N-benzyl phenylethylamine. choline, chohne hydroxide 
dicyclohexylamine. metformin, benzylamine, phenylethylamine, diallcylamine' 
tialkylamine. thiamine, aminopjdmidine. amfaopyridine, purine, spennidine, and 
the hke; chiral bases.Iike aDcylphenylamine, glycinol. phenyl glycinol and the like 
salts of natural amino acids such as glycine, alanine, valine, leucine, isoleucine' 
norleuane. tyrosine, cystine, cysteine., meftionine. proline, hydroxy proline' 
lustidme. ornithine. lysine, arginine. s«ine, threonine, phenylalanine; um^aturai 
ammo acids such as D-isomers or substituted amino acids; guanidine. substituted 
guanidine wherein" the sd,stitaents are selected from nitro. amino, alkyi, alkenyl. 



25 
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alkynyl; axmnomun. or substituted annnoiuum salts and aluminum salts. Sahs may 
-elude acid addition salts where appropriate which are. sulphates, nitrates 
Pho^hates. perchlorates. borates, hydrohalides. acetates, 'tartrates, maleates. citrates' 
succn^ates, pal^oates. methanesulphonates. benzoates. salicylates' 
5 hydroxynaphthoates. benzenesulfonates. ascorbates. glycerophosphates.' 
ketoglutarates and the like. Phannaceutically acc^table solvates may be hydrates or 
compnsmg other solvents of ciystallization such as alcohols. 

Particularly useful compounds according to fte present invention include- 

(±) Ethyl M4-(2-ethyl-6-oxo-4-phenyl-1.6-dihydropyrimidin-l-yhne%^^^ 
10 carboxamido)phenyl sulfanylJ-3-methyl faulanoate; 

(+) Ethyl 2-[4-(2-ethyl-6-oxo-4-phenyl-1.6^ihydropyrimidin-l-yhne%l^^^^^ 
carboxanudo)phenyl sulfanyl]-3-metbyl butanoate; 

(-) Ethyl 2-[4-(2-ethyl-6K,xo-4-phenyl.l.6^ydropyrimidin-l.yhnethyl(h^^^^ 
carboxamido)phenyl sulfanyl]-3-methyl butanoate; 

15 (±) Ethyl 24442:(2-ethyl-6-oxo-4-phenyl-l,6-dihydropyrimidin.l-yO^^^^^ 
carbamoyl]phenoxy}-2-methyl propanoate; 

« Ethyl 2-{4-[2-(2-ethyl-6.,xo^.phenyl-l,6-dihydropyrimidi^^^ 
carbamoyl]phenoxy}-2-me%l propanoate; 

(-) Ethyl2-{4-[2-(2-ethyl-6K)xo-4-phenyl-l,6HJihydropyrimidin-l^ (heptyl) 
20 carbamoyl]phenoxy}-2-me%l propanoate; 

(±) Ethyl 2-{4-[2-(2-ethyl-6-oxo^phenyl-l,6-dihydropyrimidin-l-yl) ethyl 
carbamoyl]phenoxy}-2-methyl propanoate; 

(+) Ethyl 2-{4-[2-(2-ethyl-6-oxo-4-phenyl-1.6Hiihydropyrimidin-l-yl) e%l 
carbamoyl]phenoxy}-2-methyl propanoate; 

25 (-) Ethyl 2-{4-[2<2-ethyl-6-oxo-4.phenyl-1.6Kiihydropyrimidin-l-yl) ethyl 
carbamoyl]phenoxy}-2-metfayl propanoate; 

(±) Ethyl 2-[4-(2-ethyl-6-oxo^phenyl.l.6-dihydropyrimidin-l-yhnethyl 
carboxamido)phenoxy}-2-methyl propanoate; 

(+) Ethyl 2-[4-(2-ethyl-6^xo-4-phenyl-1.6^ydrDpyrimidin-l-yhnelhyl 
30 carboxamido)phenoxy}-2-methyl propanoate; 
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caiboxaimdo)pheiioxy}-2-melhylpropanoate; 
carboxamido)phenoxy]-2-methyl propanoate; 
carboxanHdo)phenoxy]-2-mefhylpropanoate; 

(-) Ethyl WE%1-6.xo^phenyl-,.6-dihydropyrinddin-l-yhneM^ 

carboxamido)phe„oxy]-2-methylpropanoate; ^Khcptyl). 

(±) Ethyl M4-(2-ethyl-6-oxo-4.phe„y,.,.6^iHydrop^^^^^ 

carboxamido)phenyl sulfanyl]-2-methyl propanoate; 

« Ethy. 2-[4-(2.thy,-6-oxo-4-phenyl-,6^drop^^^ 

carboxamidOphenyl suIfanyl]-2-methyl propanoate; 

(-) We*yl-6-oxo-4-phe„yl-1.6^hydn,py^^^^ 

carboxaimdo)phenyl sulfanyl]-2-methyl propanoate; 

(±) Ethyl Wetby,-6.xo-4-phe„yM.6.dihydropyri™idin-l-^^^^^^ 
caiboxamido) phenoxy]-2-methyl butanoate; 



10 



15 



20 



25 (.) 



30 



« Ethyl Wethyl-6.xo-4-phenyl.l.6^ydn,pyri^^.j 
caiboxajmdo)phenoxy]-2-methyl butanoate; 
(-) Ethyl 2-[4-(2-ethyl-6K>xo-4-phenyH.6^yd^y^^^ 
caiboxamido)phenoxy]-2-methyl butanoate; . 
(±) Ethyl 2-[4-(2-ethyl-6-oxo-4-phenyl-1.6-dihydxopyx^^^ 
carboxamido)phenyl sulfanyl]pentanoate; 

(+) Ethyl H4K2-ethyl-6-oxo-4-phenyM,6-dihydropyri„nto^ . 
oarboxamido)phenylsuIfanyl]pentanoate; py^ 
(-) Ethyl 2-[4-(2-ethyl-6.xo-4-phenyH,6-dmydropyrinud^^ 
caiboxamido)phenylsulfanyl]pentanoate; 

(±) Ethyl 2.[4.(2-ethyl-6-oxo-4-phenyI-1.6-d%dropyri^^ 
carboxarmdo)phenoxy]octanoate; 

(+) Ethyl 2-[4-(2-ethyl-6-oxo-4-plxenyl.l.6Hi%dropyrinndm-l-yto^^^ 
carboxanudo)phenoxy]octanoate; 
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caiboxamido)phenoxy]oclanoate; 
c«boxamd<.)ptoyls„|6„y|jbwa„<,ate. 

«l»»mdo)pheiiylsnICmyljb„H„oatt: 

(±) B4y, WE%l-6..„^.pk«.,^,„i^,^p^,^.,.^^^ 
10 «»*>x™,do)phenyls»lfa,vl)-4-methylp^„a„. 

W Etty, W-Ea,yM.xM.pj^y,.,,Ma;^^,^^ 

■ •=*>xanudo)ph™yIsuI6„yl)+„e%lpe„tao,te- 
carboxanudo)phenoxy}pentanoate; 

caiboxanMdo)phenoxy}pentanoate; f^/ 

(-) Elh3^ 2-r4K2.thyl-6.xo-4.phenyl-l,6-dihydropyri^^^ 
caiboxarmdo)phenoxy}pentanoate; •'v Fjy 

? ..T"! '■f^-(2-^y^6K,xo^-PhenyI-l,6-dihydrop^ 
yImethyIcarboxamido)phenyl suIfanyl}-3-methyl butanoate; 

? 2-[4K2-ethyI-6-oxo-4-phenyl-l,6^ihydropyrinu^^ 
ylme<hylcarboxainido)phenyl sulfanyl}-3-methyl butanoate; 

25 (-) Elh^ 2-[4-(2.thy]-6-pxo-4-phenyM,6-dmydropyri^^^ 
ylmelhylcart>oxamido)phenyl sulfanyl}-3-methyl butanoate; 

(±) Ethyl 2-(4-[2K2-ethyl-6-oxo^.phenyI-l.6-dihydn>pyrinudin-^^ 
phenoxy}-2-methyl propanoate; 

Ethyl .2-{4-t2-(2.thyl-6-oxo-4-phenyl.,.6^ydropyri.m^^ 
30 phenoxy}-2-methyl propanoate; ' ^ ^yi 



20 
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(-) Ethyl 2-(4-[2-(2-ethyI-6-oxo^.pl^yl.i,6^ihydn,pyri^ 
phenoxy}-2-methyIpropanoate; 

(±) Ethy] 2-{4-[2-(2-efl.y,-6-oxo^.pheny,.i.6^yd,^yri^^ 
phenoxy}-2-methyl butanoate; 

phenoxy}-2-methyl butanoate; • 

(-) Elhyl 2-(4-[2-(2-ethyl.6-oxo-4-phenyl.l.6^yd„,pyrinH^^ 
phenoxy}-2-niethyI butanoate; 

ft) Eft,, 2.(4<2K2^y,.6.xo^pk^„_^,^^ j 

10 phenoxyjpentanoate; ■ 

(+) Ethyl 2-{4-[2-(2-ethyl-6-oxo^.phenyI-1.6-dihydn^yrimidi^^^ 

phenoxy}pentaiioate; 

(-) Ethyl 2-(4-[2-(2-ethyl.6-oxo^.phenyl-I.6-d%dr(^yri„ridi^^^ 

phenoxy}pentanoate; 

phenylsulfanyl}-3-methyl butanoate; 

W E%1 2-{4-[2-(2-ethyl-6-oxo^.phe„yl-i,6-dihydropyri^^ anunol 
phenylsulfanyl}-3-methyl butanoate; 

(.) Ethyl 2-{4-[2-(2-ethyl.6-oxo-4-phenyl-i.6^ydropyr^^^ amino] 
20 phenylsuIfanyl}-3-methyl butanoate; 

(±) Ethyl 2-{4-[2<2-ethyl-6H,xo-4-phenyl-1.6-dihydropyrmudin-l/ 
yI)ethylammo] phenyl sulfenyl}butanoate; 

(+) Ethyl 2-{4-[2-(2-ethyl-6-oxo-4.phenyl-1.6^ydropyrimidm-l- 
yljethylamino] phenyl sulfanyl}butanoate; 

25 (-) Ethyl 2-{4-[2-(2-ethyl-6s,xo-4-phenyl.l.6^yd«pyri„ridi„.l. 
yl)ethylammo] phenyl sulfanyl}butanoate; 

(±) Ethyl 244-[2-(2-ethyl-6.xo^-phe„;H.6-dihydn,pyr™^^^^ 
sulfanyl}-3-methyl butanoate; 

W Ethyl 2-{4-[2-(2-ethyl-6K>xo^.phenyl.l.6-dihydropyrinH^^^ 
30 sulfenyI}-3-me%l butanoate; 
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sulfenyI}-3-methylbutanoate; /jpu^'nyi 

phenyl sulfanyl}-4-methylpentaiioate; 
phenyl sulfanyl}-4-methyl pentanoate- 

phenoxy}acetate; ^ •' 

(-) Ethyl 2-{4-[2-(2.thyl.6.xo^.phenyl.i.6slihydrop^^^^^^ 

phenoxy}acetate; 

>5 (±) E*yl 2.{4-[2<2^,.6.,«,4^,,_^^^^_^^ 

anilino}propanoate; 

(+) Ethyl 244-[2-(2-e%1.6.oxo-4-phenyl-1.6-daydropyrinu^ 

amhnojpropanoate; ^ j^j 

(-) Elhyl 2.{4-[2-(2.ethyl-6.>xo-4-phenyl-1.6-dihydropyrim^^^ 

20 aiiilmo}propanoate; 

(±) Ethyl 2-{4-[2-(2-ethyl-6-oxo^^henyI-l.S^ydropyrimidin-l-yl)^^^^ 

anilmo}-2-methyl propanoate; 

W Ethyl 2-{4-[2-(2-ethyl-6K)xo^.phenyH.6^ydropyrimidin-l-^^^^^ 
anihno}-2-methyl propanoate; 

25 (-) Ethyl 2-{4-[2K2-ethyl-6^xo^.phenyl-l,6Kiihydropyrinud^^ ' 
anilino} -2-me%l propanoate; 

(±) Ethyl 2-{4-[2-(2-ethyl-6-oxo^-phenyl-1.6^ydropyrinu&^^ 

aiiilino}pentanoate; 

(+) Ethyl 2-{4-[2-(2-ethyl-6-ox(^phenyl-1.6^ydropyrimidm-l-yl)efto^^ 
30 anilinolpentanoate; 
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(-) Ethyl 2-{4-{2K2-ethyl-6K>xo^phenyl-1.6^ydropyrimito^ 

anilino}pentanoate; ' -^J 

(±) Elhyl 2-{4-[2K2-e%l-6-oxo^phe,yM.6^yd„,pyri„,dm-l.yi^^^^^^ 

(neptyl) anilino}propanoate; 

5 (+) Ethyl 2-{4-[2-(2-ethyWK,xo^phe„yM.6.iihyd„,pyri™idi^^ 

(neptyl) anilmo}propanoate; 

O Ethyl 2-{4-[2-(2-ethyl-6.xo-4-phenyI-1.6-dihyd^ 

anilmo}propanoate; 

(±) 2-[4-(2-Ethyl-6-oxo:4-phenyl-i:6-dihydropyrimidm-l-^^^^ heptyl) 
10 carboxamido)phenyl suIfa„yl]-3 -methyl butanoic acid or its salts; 

(+) 2-[4-(2-Ethyl-6-oxo-4-phenyl-1.6-dihydiopyrinudin-l.yto^^^ heptyl) 
carboxamido)phenyl sulfanyl]-3 -methyl butanoic acid or its salts; 

(-) 2-[4-(2-Ethyl-6-oxo-4-phenyl-1.6-dihydropyrinridm-l-ylmelhyl heptyl) 
carboxamido)phenyl siilfanyl]-3-methyI butanoic acid or its salts; 

15 (±) 2-{4-[2.(2-Ethyl-6-oxo-4-phenyl-l,6-dihydropyrimidin-lyI)^^^^^ 
phenoxy}-2-methyl propanoic acid or its salts; 

(+) 2-{4-[2-(2-Ethyl-6-oxo-4-phenyl-1.6-diT,ydropyrimidin-l-^^^^^^ 
phenoxy}-2-metfayl propanoic acid or its salts; 

(-) 2-{4-[2-(2-Ethyl-6-oxo-4-phenyl-l,6-dihydropyiimidin-l-yl)etbyl^^ 
20 phenoxy}.2-methyl propanoic acid or its salts; 

(±) 2-{4-[2-(2-Ethyl-6K,xo-4-phenyl-l,6-dihydropyriimdin-lyl)ethyl(heptyl) 
carbamoyl] phenoxy}-2-methyl propanoic acid or its salts; 

(+) 2-{4-[2-(2-Ethyl-6-oxo-l-phenyl-1.6-dihydn)pyrimidin-lyl)ethyl(heptyl) 
carbamoyl] phenoxy}-2-methyl propanoic acid or'its salts; 

25 (-) 2-{4-[2-(2-E%l-6-oxo-4-phenyl-l,6-dihydropyrimidin-lyl)ethyl(heptyl) 
carbamoyl] phenoxy}-2-methyl propanoic acid or its salts; 

(±) 2-[4-(2-E%l-6-oxo-4-phenyl-1.6-dihydropyrimidin-l,ylinethylca^ 
phenoxy]-2-methyl propanoic acid or its salts; 

(+) 2-[4-(2-EthyI-6-oxo-4-phenyl-1.6-dihydropyrimidin-l-yhnethyl^^^^ 
30 phenoxy]-2-methyI propanoic acid or its salts; 
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(-) 2-[4-(2-Ethyl-6-oxo-4-phenyM.6-dihydK,pyriimdm-l^^^^^ 
phenoxy]-2-mefhyl propanoic acid or its salts; 

(±) 2-[4<2-Ethyl-6K)xo^.phenyl-l,6-dilvdnq^din-l-yta^^^^ 
carboxamido)phenoxy].2-methyl propanoic acid or lis salts; 
5 (+) 2-f^-(2-E%l-6-oxo^-phenyl.l.6^dxopyLidin-l-yhn^^^^ 
carboxamido)phenoxy]-2-methyl propanoic acid or its salts; 

(-) ^-f^-(2-E%l-6-oxo-4-phenyl-1.6^ydiopyrinridin-l.yta,ethyl^^^ 
carboxainido)phenoxy]-2-n,ethyl propanoic acid or its salts; 

(±) 2-{4-[2-(2-Ethyl-6K>xo-4-phenyM.6^ydropyrinridin'-l-yl^^^ 
10 methyl propanoic acid or its salts; 

(+) 2-{4-[2-(2-EthyI-6-oxo-4-phenyl.l.6.dihydropyiimid^^ 

methyl propanoic acid or its salts; 

(-) 2-{4-[2-(2-Ethyl-6-oxo-4-phenyI-1.6-dihydropyrirmdin-l-yl)^^^^ 
methyl propanoic acid or its salts; 

15 (±) 2-{4-[2-(2-Eethyl-6-oxo-4-phenyI-1.6-dihydropyrirnidin^ phenoxy) 

pentanoic acid or its salts; 

(+) 2-{442-(2-Ee%l-6.oxo-4-phenyl-1.6-dihydropyritmdin-l-^^^^^^ phenoxy} 

pentanoic acid or its salts; 

(-) 2-{4-[2-(2-Eethyl-6-oxo-t-phenyl-1.6Hiihydropyrimidin^ phenoxy} 

20 pentanoic acid or its salts; 

(±) 2-{4-[2K2-Ethyl-6-oxo-4-phenyl-1.6-dihydropyrinridin4-^^^^^ 
methyl butanoic acid or its salts; 

(-f) 2-{4-[2-(2-Ethyl-6-oxo-4-phenyl-l,6-dihydropyrimidm.l-yl)elho^^ 
methyl butanoic acid or its salts; 

(-) 244-[2-(2-Ethyl-6-oxo-4-phenyW.6-dihydropyrimidin-l-yl)ethoxy]ph«^^^^ 
methyl butanoic acid or its salts; 

(±) 2-[4-(2-Ethyl-6-oxo^-phenyl-l,6-dihydropyrimidin-l.ylmeayl(heptyl) 
carboxamido)phenyl sulfanyl]-2:methyl propanoic acid or its salts; 

(+) 2-[4-(2-EthyI.6-oxo-4-pheayl-l,6-dihydropytimidin-l-ylmethyl(heptyl) 
carboxamido)phenyl sulfauyl].2-melhyl propanoic acidor its salts; 



25 
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(-) 2-t^2-EAyI-6-oxo^phenyl-1.6-d%dropyrimidin-l-yln^^^ 
carboxamido) phenyl sulfenyl]-2-niethyl propanoic acid or its salts; " 

(±) 2-{4-[2-(2.Etbyl-6H,xo-^pheiiyl.l.6^ydxopyrinudin-l-^^^^ 

propanoic acid or its salts; 

(+) 2-{4-[2<2-EthyW^xo^phe„y,.i,6^^py^^^_j_^j^^^^^ 

propanoic acid or its salts; 

« 2.{4-[2K2^Ethyl-6-oxo-l-phenyl.l.6.dihydropy^^ 
propanoic acid or its salts; 

(±) 2-t^-(2-EW-oxo-4-phenyI.1.6^ihydfopyrinudin-l-yto^^^^ 
carboxamido)phenoxy]-2-methyl butanoic acid or its salts; 

(+) 2-[4-(2-Ethyl-6-oxo-l.phenyl.l.6^ihydropyrinridin-l-ylmeih^^^^ 
carf,oxaimdo)phenoxy]-2-ine1hyl butanoic acid or its salts; 

(-) ^■f^-(2-Ethyl-6-oxo-J-phenyI-l,6Klihydiopyrimidin-l-ylmethyl(hepty^^ 
carboxamido)phenoxy]-2-methyI butanoic acid or its salts; 

15 (±) 2-[4-(2-Ethyl-6-oxo^phenyl-1.6-dihydiopyrimidin-l-ylmethy^^ 
carboxamido)phenoxy]me%l pentanoic acid or its salts; 

(+) 2-f'*-(2-E%l-6-oxo^phenyl-1.6^1ihydiopyrimidin-l-ylinetbyl(hep1yl^ 
carboxamido)phenoxy]methyl pentanoic acid or its salts; 

(-) 2-[4K2-Ethyl-6-oxo-4-phenyl-1.6-dihydropyrimidin4-ylmethyI(heptyl) 
carboxamido)phenoxy]methyl pentanoic acid or its salts; 

(±) 2-{4-[2-(2-Ethyl-6-oxo-4-phenyl-1.6Hiihydropyiimidin-^ 
methyl propanoic acid or its salts; 

(+) 2-{4-[2K2-EthyI-6-oxo-4-phenyl4.6-dihydropyriinidin-l-yl)e&^^^ 

methyl propanoic acid or its salts; 

25 (.) 2.{4.[2-(2-Ethyl-6-oxo-4-phenyl.l,6^a^^^ 
.methyl propanoic acid or its salts; 

(±) 2-{4-[2K2-Ethyl-6-oxo-4-phenyl-1.6-dihydropyrimidin-l.yl)ethoxy]^^ 

pentanoic acid or its salts; 

(+) 2-{4-[2-(2-Ethyl-6^xo^.phenyl.l,6Klihydropyrimidin-l-yl)eth^^^ 
30 pentanoic acid or its salts; 
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pentanoic acid or its salts; 
(±) 2- 



(±) '■f^(2-Ethyl-6.oxo^.pheny,-i.6^yd„,pjai™to^^ 
carboxamido)phenyl sulfanyljpentanoic acid or its salts; 

carboxanudo)phenyl sulfanyljpentanoic acid or its salts; 

(-) '-f'-^2-^'^>'^6-''''°-4-p}»enyl-1.6^^^^^ 

carboxanudo)phenyl sulfanyljpentanoic acid or its salts; 

^ (±) 2-^^-P-(2-E%l-6-oxo-4-phe„yM.6^ydrlpyrin:idin-l^ 
10 phenoxy} acetic acid or its salts; . 

W 2-{4-[2K2-Ethyl-6H>xo-4.pheByl.l.6^ydropyrirmdm^ 
phenoxy) acetic acid or its sails; 

(-) 2-^^-P-(2-E%l-6-oxo-4-phenyl.l.^^^ 
phenoxy} acetic acid or its salts; 

15 (±) 2-[4<2-Ethyl-6-oxo-4-phenyl-1.6-dihydropyrimidin^ 
carboxaimdo)phenyl sulfanyljbutanoic acid or its salts; 

(+) 2-f^<2-Ethyl-6K>xo^-phenyl-1.6-dihydropyrimidin-l-ylmethy^^ 
caAoxamido)phenyl sulfanyl]butanoic add or its salts; 

(-) 2-[4K2-Ethyl.6-oxo-4-phe„yl-l,6Kiihydropyriimdin-l-^^^^ 
20 carboxamido)phenyl sulfanyljbutanoic acid or its salts; 

(±) 2-t^-^2-EthyI-6^>xo-4-phenyl-1.6-dihydropyrimdin-l-y]methy^^ 
carboxanndo)phenyl sulfanyl]-4-methyl pentanoic acid or its salts; 

(+) 2-[4<2-Ethyl-6-oxo-4-phenyl-1.6-dihydropyrinudiJ-l.yhne%^^ 
carboxamidOphenyl sulfanyl3-4-methyl pentanoic acid or its salts; 

25 (-) 2-t^-(2-E%l-6-oxo^phenyl4,6-dihydropyrinndiJ-l.^^^ 
caiboxaniido)phenyl sulfanyl]-4-melhyl pentanoic acid or its salts; 

(±) 2-{442<2-Ethyl-6-oxo-4-phenyl-1.6-dihydropyriinidin-l.yI)eft^^^ 
phenylsulfenyl}-2-methyl butanoic acid or its salts; 

,n ? , ^■^^■t^"^2-^*y'-6-°^«^-Phenyl-1.6^%dropyriniidi^^ 
30 Phenylsulfanyl}-2-methyl butanoic acid or its salts; 



wo 02/081454 



PCT/IB02/01104 



32 

phenyIsulfanyl}.2-meaiylbu1anoic acid or its salts; 
(±) 2-[4-(2-Ethyl-6.xo^-pheny,-1.6^ihydroiyrinHto^^ 
phenyl sulfanyl]-3-methyl bulanoic acid or its salts; 
5 (+) 2-[4-(2-EthyI.6K,xo-4-phe„yl-U 

phenyl sulfany]]-3-methylbutanoic acid or its salts; 
(-) 2-[4-(2-E%l-6-ox6^phenyl-,.6:dihyd^ 
phenyl sulfanyl].3-methyl butanoic acid or its salts; 

10 sulfanyl}butanoic acid or its salts; 

W 2-(4-[2-(2-Ethyl-6-oxo-4-phenyl-1.6^ihyd„,p3^^^ 
sulfanyl}butanoic acid or its salts; 
(-) 2-{4-[2-(2-Ethyl-6-oxo-4-^^^^^^ 
sulfanyl}butanoic acid or its salts; 

15 (±) 2-(4-[2-(2-Ethyl^-oxo-4.phenyl-l,6-dihydropyrin,idin-l-yl)ea^ 
phenylsulfanyl}-4-me%l pentanoic acid or its salts; 

(+) ^-^^■f2-(2-EthyI-6-oxo-4-phenyl4.6.dihydropyrinridin-^ 
phenylsulfanyl)-4-methyl pentanoic acid or its salts; 

(-) 2-{4-[2-(2-Ethyl-6-oxo-4-phenyI-1.6-dihydropyrinudin-l^ 
phenylsulfanyl}-4-methyl pentanoic acid or its salts; 

(±) ^■^^■f2-<2-E%l-6-oxo-t-phenyl-l,6Hlihydiopyrinudin-l-^^^^^ 
phenylsulfanyl}-3-me%l butanoic acid or its salts; 

(+) 2-{4-[2-(2-EthyI-6-oxo-f-phenyl-1.6^yd,opyrinridin-l-yl^^^^^ 
phenylsulfanyl}-3-me%l butanoic acid or its salts; 

25 (-) 2-(4-f2-(2-Elhyl-6-oxo-4-phenyl-l,6-im,ydrop^ 
phenylsulfanyl}-3-methyI butanoic acid or its salts; 

According to another embodiment of the present invention there is provided a 
process for the preparation of the compound of formula Q) where aD the symbols are 
as defined earUer which comprises, reacting a compound of formula (ffla) 
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v*«= R' and X as d^fhed above a oon^ of ^ 

p4 Q 

L ~(CH2),— w-(CH2)„-Ar-Q (CH2)p-C-;5-YR6 (HIb).. " 

Where L' is a leaving group and all other synabols are as defined earlier to produce a 
coidpound of fonnula (I) where all symbols are as defined earlier 
lUe leaving group represented by L' in fonnula (mb) n.ay be halogen atom Mce 
chlorute. bromine or iodine or other leaving groups such as p-toluenesulfonate 
mefhanesulfonate, trifluoromelhanesulfonate and the like, 

Hie reaction of compound of fomula (nia) with a compound of fonnula 
(nib) .where all symbols are as defined earlier to produce a compovrnd of fonnula (D 
where all symbols are as defined earUer may be canied out in the presence of 
solvents such as DMSO. DMF. DME, TOF. dioxane, ether and the like or a 
combination thereof. The reaction may be carried out in an inert atmosphere which 
maybemaintainedbyusinginertgasessuchasN,.Ar,Heandthelike. Tlereaction 
may be effected in the presence of a base such as alkalis like sodium hydroxide 
potassium hydroxide, alkali metal carbonates like sodium cari,onate or potassium 
carbonate; alkah metal hydrides such as sodium hydride or potassium hydride- 
organometallic bases Mke n-butyl Uthimn; alkah metal amides like sodamide or 
20 mixtures thereof. The amount of base may range from 1 to 5 equivalents, based on 
the amount of the compound of fonnula (Hla). preferably the amount of base ranges 
from 1 to 3 equivalents. The reaction may be carried out at a temperature in the range 
of O-C to 150»C. preferably at a temperature in the range of IS-C to lOOX TTie 
duration of die reaction may range from 0.25 to 24 hours, preferably from 025 to 12 
25 hours. 
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m yet another embodiment of the piesent invention, there is provided a 
pr^^ss for the preparation of compom^d of fonnula (1) where all the symbols are as 
defined earher. which comprises, reacting a compomid of fonnula (HIc) 



l!^^J-(CHa).-~W--(CH2)„-L2 (i,,^) 

where represents a halogen atom such as CI. Br or I, W repxesente C=0 and all 
other symbols are as defined earUer with a compound of formula (Hid) 

Ar-Q (CH2)p-C-C-YR6 . f"^) 

where all symbols are as defined earlier. 

The reaction of compound of the formula (Die) with a compound of formula 
and) where aD symbols are as defined earUer to produce a compound of formula (1) 
defined above may be carried out in the presence of solvents such as dioxane. DME 
carbon disulfide, rdtrobomeno and Ihe like or mixtures thereof Tl.e reaction may be' 
earned out m the presence of a catalyst such as Fea3, AICI3, h, ZnCk, iron and the 
hke. Tire reaction may be carried out in inert atmosphere which may be maintained 
by usmg inert gases such as N.. Ar. He and the like. Tk. reaction temperature may 
range from 25 to 180 "C. Hie reaction time may range from 1 to 24 hours 
m still anolher embodiment of Ihe present invention there is provided a process for 
the preparation of compound of fonnula (D defined above which comprises, reacting 
a conq)ound of formula (Die) 



O 

I 



20 ^5 



L^-(CHa)p-i-i;-YRa . ('"e) 



where V is a leaving group and aU other symbols are as defined earlier with a 
compound of fonnula (mf) 
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X ^3 



1^ ^(CHak— W-(CH2)„-Ar-QH 



(IIH) 



where all symbols are as defined earUer. 

Tie ^ca™ of o„^„j „,fo^„^ ^^^^^^^^ 
» produce . oo^p^ ^ ^^^^ ^ ^ ^ 

P«s«,c of .pose «>lven.s suck as TOT, DMF. DMSO, DME and the like or 

^eflccted.tep^of,^^^^ K2C03, N.2CO3 or N.H or ^ J 
W. Ac^c le M«i as sol™. n.,c03 or K,CO, is used as a baa. 
H" ».o«on ,emp««a,e ™y »,ge ft„„ „oc . ,2<K. p^^, . 
i.*e rang. Of 30OC -,000c. da.&„ of .^on rang. ta. , ^ 24 
15 Iioiirs,preferablyftom2»l2hoiirs. 

to y« anoa., embodto™, of a. p,.s«„ ir,^^ ^ , 
P«»«s for ft. proparaaon of compound of formula (I), wto. W ■q.r^Ms NR' and 
an ar. as deflued abov., „Mcb o„„^ ^ ^ ^ 

formula (mg) « 



20 



X r3 



R N 

tere L» is . leaving poup such as halogen atom, p-toh.=he««^, 
•^y-^ iM^^,^ arul fte like, or l' r,^ COOH 
CXJCI, With compound of fonnula (inh) 

WH-(CH2)„-Ar-Q— (CH2)p-i-6-YRS (m) 



25 where all symbols are as defined above. 
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The reacton of confound of fonnula (fflg) with coinpound of formula (fflh) 
where aU symbols are as defined earUer to produce a compound of the formula (D 
defined above may be carried out in the presence of ^otic solvents such as THF 
DMF. DMSO. DME. DCM. CHa3 and the like or mixtures thereof. Tl.e reaction 
may be earned out in an inert atmosphere (hat may be maintained by using inert 
gases such as N. Ar. He and the hlce. Tl.e reaction may be e&cted in the prese.ce 
of a base such as K,C03. Na,C03 or NaH. KH. triethyl amine and the like or 
mixtures thereof or diisopropyl carbodiimide. l-(3-dime%laminopropyl).3-ethyl 
carbodiimide) (EDC). diisopropyl azodicarboxylate (DIAD), DEAD when is a 
COOH or COCl. The reaction temperatare may range from CC - m»C, preferably 
at a temperature in the range of 25T - lOO^C. IT^e duration of the reaction may 
range from 1 to 72 hours, preferably from 2 to 24 hours. 

In yet another embodiment of the present mvention, there is provided a novel 
intemiediate of formula (HDi) 



R'*0 



WH-(CH2)„-Ar-Q_(CH2)p-C-c-YR« dm,) 



15 -5 



wherein n is from 0-4; W represents m\ where rq^resents hydrogen. (C.-C.) 
alkyl. aryl, or aralkyl group; Ar represents substituted or unsubstituted divalent single 
or fused aromatic or heterocyclic group; and R^ may be same or different and 
represent hydrogen, hydroxy, alkoxy. halogen or substituted or unsubstituted groups 
selected from (C,-C.)alkyl, aralkyl or heteroaralkyl groups; R« may be hydrogen or 
substituted or unsubstituted groups selected from (C,-C„)a]kyl. cycloalkyl. aryl 
arancyl. heterocyclyl. heteroaryl or heteroaralkyl groups; Y represents oxygen or 
NR . where R" represents hydrogen or substituted or unsubstituted groups selected 
from alkyl. aryl, hydroxyalkyi, aralkyl heterocyclyl. heteroaryl. or heteroaralkyl 
groups; R and R" together may fomi a substituted or unsubstituted 5 or 6 membered 
cyclic stmctme containing carbon atoms, one or two nitrogen atoms and may 
optionally contain one or more heteroatoms selected from oxygen, or sulfur- Q 
represents O, S. SO. SO, or NR» wherein R' represents hydrogen, substituted or 
unsubstituted groups selected from (C,-C,2)alkyl. cycloalkyl. aryl. hydroxyalkyi 
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aralkyl. heterocyclyl, heteroaryl. or heteroaraDcyl groups; and p is an integer of 0 or 

The conq,ound of formula (mh) where aU symbols are as defined above may 
be prepared by reacting a compound of formula CEi) 

> WH-(CH2)„-Ar-QH («") 

where all symbols are as defined above with compomid of formula (fflj) 

L-(CH2)p-C-C-YR6 (nij) 

whereL' is a leaving group and aU other symbols are as defined above 

The reaction of compound of fomiula (IHi) with a compound of formula (lEj) 
to produce a compound of the formula (mh) may be carried out in the presence of 
solvents such as THF. DMF, DMSO. DME. acetonitrile and the like or mixtures 
thereof. The reaction may be effected in the. presence of a base such- as K2CO3. 
Na2C03. NaOH, KOH, NaOEt, kW, NaH and the like. The reaction temperature 
may range from QOC - 120OC. preferably at a temperature in the range of SQOc - 

lOOOC. Tbe duration of flie reaction may range from 1 to 24 hours, preferably from 2 
to 12 hours. 

It is appreciated that in any of the above-mentioned reactions, any reactive 
group in the substrate molecule may be protected according to conventional chemical 
practice. Suitable protecting groups in any of the above mentioned reactions are 
tertiarybutyldimethylsilyl. methoxymethyl. triphenyl methyl, benzyloxycarbonyl 
tetrahydropyranCTHP) etc. to protect hydroxyl or phenolic hydroxy group- N-tert- 
butoxycarbonyl (N-Boc), N-benzyloxycarbonyl (N-Cbz). N-9-fluorenyl methoxy 
carbonyl (-N-FMOC). benzophenoneimine. prq,argyloxy carbonyl (POC) etc, for 
protection of amino or anflino group, acetal protection for aldehyde, ketal protection 
for ketone and the like. Hie methods of formation arid removal of such protecting 
groups are those conventional mefliods appropriate to the molecule being protected. 

The phannaceutically accq,lable salts are prepared by reacting the compound 
of formula (D with 1 to 4 equivalents of a base such as sodium hydroxide, sodimn 
methoxide, sodium hydride, potassium hydroxide, potassium t-butoxide. calcimn 
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^ 14. b-^e, ^^^^ 

ZlT •'^"^ - - J 

a.™*,™. „, fte co^^ounds part of « ^ ^ 

n^. W of fl. ^f.^ 

r-.l™g fte di.s««>„^c * fo^^i chta, acids such as mandelio «:id' 
acid, tartaric acid. Uc«c «id. and .he ,i.c wherever .pphcabte ^ 
chrml bas«, s«* as taciae. cinchom alWoids and *eir derivadves ^ a. 
^ed ^ compiled by ,a,ues e. a, in "E^nta.^ 

to and Resotoo... ovi,c, ,P8„. More speciiicaiiy d.e co.po,„d of 

fc^I. (I) whc ™. .ep^senls OH nay be converted ,„ a n,i«^ „f 
d^ste^eric .nnd« by „ca«ng ^ ^ amines, a^oacids. aminoalcohoU 
O^y^ ton. aniinoacids; ccenaona, reaction conditions n,ay be employed h, 

. to diastereorne. ..ay be separaWei^er by faction., 

o.,s«I,.z«™n or ch.»..og.3phy and s».e„i.„e,s of compound Of fo™.^ 
»3aybep..pa»dbylo,d.olyzinglhepo.ediastereomericannde 

. V.ri«.s p„l,..,„^ta of a c«.po»rf of jenen,! f„m,„,a fom^g part of 
Mven.0. ».y be b, cr^j^ ^ 

^ condito.. For e^^le. using difteen. so^en. conunouiy used or d.* 
for „crmm^>^ diaeren, «n.p^.ures; various 

n»*a Of cooihg. ...nging torn 6„ ^ ,^ 

cy-aza^ons. ^^D™* .nay b. *to.d by heating or siting to ■ 
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30 



^mo.e,>^^^^^^ ^^^^^^ 
i«™.»d by solid p„b. NMR s^„, K spe<^.„, 
c«l<>n»»l.y. powde, X-niy diffiacSon „, su,,!, „a,er tecUquK. 

o, *e g™^ ta* 0) a. de«n«i above. 4^ 

Pl»~a.l, aecep^le sate or ft* pha^acautoliy accep*,. 
oo„b,^o. „«, tt. .sua, pha^acudcaUy employed came., dilu»B «rf «,e 
bte. usrful e, fte be.bne« and / or p„phytais of disease such as b,p««,s«. 
co.o™.y heart disease, afte^seteosfe. s.„ke. peripheral vaseuiar diseases a.», ' 
»UW d^orden. Tlese oompo«,ds are useftl for dre teataen, of &.iBa, 
1^0,^^^ hyp^igb'ceride.ia. ,oweri.g of ad^ge„c hpop™«^ 
VU>L and U)L. He «„,^o,™is of fl,e presen, can be used fc, a,e 

>^y^ ot^r^ disease, i„ol„di.g gtaen„o„epbrife. glon»„doscl.,<«is 
«^ syAomo, hype,«,«ve nephrosclerosis, nephropad,y. The compo™is of 
ftnnul, 0) .re .bo usefcl for d,e neahnc. and or prophyWs of insulin 
(^TO n di.b«es), lep,-. ^ista^ce, impaired glncose tole™. 
dyshpidenna. disorders related » syndrome X s.ch as . hypertension, obesity, insulhi 
corceary hear, disease, and odrer cardiovascular diso,d«s n»se 
Ml, .to b. useM as ddose reductase inhibi».s, for improving 
cogn«.ve taedons i. d«n«Ba. as indanunarory agenls, heabng drabede 
"n,to««,s, disonte rebted to endoftelial cell acfiva«on. psoriasis, polycysho 
■ ovanM syndron^ CPCOS). taflamn-h^ ^^^^^^ ^^^^ 

panoreaids, ,«i„opa4y, arteriosclemsis, xanftom. and for dre heahnen. 
of c^cer. The ot^^ invention .re useful hr »,e .reatnen, a«i / 
or p.<^h„is of fte said dise^es in combfaahon / co„comi«an. wift one or 
HMO CoA reducte id*ito,^ hypolipidennc / hyp„Hpop,«ei„emic agents 
«!. ezeta-be, orlislai fibrate, fibric acid derivadves, mcoSnic acid 
chotaayrandne, cotaaipol. probucol or *ei, combination. Tbe compounds of thi 
press,, -vstdon to comMnation wid, HMO CoA reductase inhibitors 
hypohpKieaio / hypoBpoptolmnnic agenh, cm be «tanmste,ed togeUter or mthin' 
sud. . ponod to «, synergisdcally or «ldilively. Ho HMO CoA reductase inhibitors 
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"-y b. sateW 60^ f„ ^ „ ^^^^ ^ 

.s lovi^a^ p„™^s^ fl«v,«aa„,«„™«.ft, ^ 

»«r «^ogs s^„ble fibric acid derivaSve May b. g«,^ 

ftnofflrate, dpnifflnte, baizafibrate and their analogs Ibereot 
5 Tie p„»en, i„v.n,io„ also provides a pl„™,c«,aori cmpoaiaons. 

c«,«„™g on, or of to »n,ponnds Of to geoenj „ ^ ^ 

^ovo, y drtvatives, fteir analogs, toir .a.,on,eri. foro., toi, s«,«,ia„^ 
polynrorphs. toir phanna»„ta»y accq,W,le site or toir ph.™ac««ically 

aoc^ttble soh^s oombinaSon »,.h to nsual ph.r.,.cen«o.«, ™,,„yed 
10 camera, diluents and flie like. 

The present invention also provides a pharmaceutical composition, containing 
one or more of the compounds of the general formula © as defined above, their 
derivatives, their analogs, their tautomeric forms, their stereoisomers, their 
polymorphs, their pharmaceutically acceptable salts or their pharmaceutical^ 
ao^eptable solvates -d one or more HMG CoA reductase inhibitors, hypolipidemic 
/ hypohpoproteinemic agents such as fibric acid derivatives, fibrates. nicotinic acid 
cholestyramine, colestipol, probucol. ezetimibe and orlistat in combination with the' 
usual pharmaceutically employed carriers, diluents and the like. 

Tb^ pharmaceutical composition of this invention may be in the forms 
.0 normally employed, such as tablets, capsules, powders, syrups, solutions 
suspensions and the Hke. may contain flavorants. sweeteners etc. in suitable solid or 
hqmd carriers or diluents, or in suitable sterile media to form injectable solutions or 
suspensions. Such compositions typically contain from 1 to 20 %, preferably 1 to 10 
% by weight of active compound, the lemainder of die composition being 
5 pharmaceutically acceptable carriers, dilutaits or solvents. 

Suitable pharmaceutically acceptable carriers include solid fillers or diluents 
and stenle aqueous or orgaruc solutions. lUe active compound will be present in 
such pharmaceutical compositions in .Ae amounts sufBcient to provide the desired 
. dosage m th. rmige as described above, ilus. .for oral administration, the ' 
) compounds can be combined with a suitable soUd, liquid carrier or diluent to form 
capsules, tablets, powders, syrups, solutions, suspensions and the Uke Th^ 
pharmaceutical compositions, may, if desired, contain additional components suchas 
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flavorants, sweeteners, excipients and the like. For parenteral admimstralion the 
compounds can be combined with sterile aqueous or organic media to form 
mjectable solutions or suspensions. For example, solutions in sesame or peanut oD 
aqueous propylene glycol and the like can be used, as weD as aqueous solutions of 
water-soluble pharmaceuticany-acceptable acid addition salts or salts with base of 
the compounds. Th. injectable solutions prepared in this manner can then be 
administered intravenously, intraperitoneally, subcutaneously, or intramusculaily, 
with intramuscular administration being preferred in humans. 

The compound of the formula (I) as defined above are climcaDy administered 
to mammals, including man, via either oral or parenteral routes. Administration by 
the oral route is preferred, being more convenient and avoiding the possible pain and 
irritation of injection. However, in circumstances where the patient camiot swallow 
the medication, or absorption following oral administration is impaired, as by 
disease or other abnormality, it is essential (hat the drug be administered 
parenterally. By either route, the dosage is in the range ofabout 0.01 to about 50 mg 
/kg body weight ofthesubjectperdayorpreferablyaboutO.OltoaboutSOmg/ 
kg body weight per day administered singly or as a divided dose. However.- the 
optimmn dosage for the individual subject being treated wiU be determined bj the 
person responsible for treataent. generally smaller doses being administered 
initiany and thereafter increments made to determine the most suitable dosage. 

The invention is explained in detail in the examples given below which are 
provided by way of iUuStration only and therefore should not be construed to limit 
the scope of the invention. 
Preparation 1 
25 Ethyl 2-methyl-2-(4-nitrophenyloxy)propanoate 

To a stirred solution of 4-Nitro phenol (2 g. 14.0 mmol) in ethanol (40 ml) was added 
potassium hydroxide (2.4 g) and stirred for 10 min. To ftis ethyl 2-bromo isobulyrile 
(4.2 g, 21 mmol) was added and the mixture heated to reflux for 15 h. TTie.mixture. 
30 was filtered, washed with EtOAc and the combined filtrates were added to wate^ 



20 
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(100 ml) and extracted with EtOAc. The combined organic layers were washed wife 
water, SQo/o sodium carbonate solution and then with brine. The organic layer was 
ctaed over Na.SO. and evaporated under reduced pressure to give the title compound 

as a thick gummy mass (2 g, 56%). 

'H NMR (200 MHz,CDCl3): 5 8.13 (d, J=9.28Hz. 2H). 6.83 (d. J=9.28Hz. 2H) 4 21 
(q. J=4.21 Hz, 2H). 1.92 (s, 6H), 1.21 (t. 4.21Hz, 3H). • 

The compounds given in Table I were also prepared using a similar method 
described in preparation 1 . 
TABLE I 

*UNMR(CDCl3):5 



Prep. 
No. 



Structure 

.CO2CH2CH3 



Mp,Yiel(l 
Nature 
Liquid, 
30% 



O^COzCHjCHa 



-CO2CH2CH3 



CO2CH2CH3 



.CO2CH2CH3 



Gummy 

liquid, 

92% 



70-72 "C, 
50% 



«.t4 (d, J=9.28Hz, 2H), 6.85 
(d, J=9.28Hz, 2H), 4.23 (q, 
J=7.33Hz. 2H). 2.11-1.96 (m, 
2H), 1.22 (s, 3H). 1.26 (t, 

J=6.84Hz,3H).0.98(t,J=7.33 
Hz,3H). 



«./U (d, J=9.28Hz, 2H), 6.93 
(d, J=9.28Hz, 2H), 4.72 (t, 
J=6.35Hz, IH). 4.23 (q. 
J=6.84Hz, 2H). 2.10-1.90 (m, 
2H), 1.65 -1.50 (m, 2H), 1.26 
(t, J=6.84Hz, 3H), 0.99 (t 
J=7.33Hz, 3H) 



68 "C, 
26% 



0./8 (d, J=8.79Hz, 2H), 6.68 
(d, J=8.79Hz, 2H). 4.24 (q, 
J=6.84Hz. 2H). 1.52 (s,6H), 
1.27 (t,J= 6.84Hz, 3H). 



o./y (d, J=9.28Hz, 2H), 6.69 
(d, J=9.28Hz, 2H). 4.71 (bs, 
IH, D2O exchangeable), 4.25 
(q, J=7.33Hz, 2H), 1.94 (q. 
J=7.32Hz,2H), 1.42 (s, 3H). 

1.28 (t,J=7.33Hz,3H), 0.98(1 
J=7.32Hz, 3H) 



K.UU (d, J=8.79Hz, 2H). 8.79 
(d, J=8.79 Hz, 2H), 4.23 (q, 
J=7.33Hz. 2H), 1.66 (s, 611), 
1.22(t.J=7.33Hz.3H). 



Preparation 7 
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E%l-2-methyl.2-(4-aiiiiiio phenyloxy)propanoate 

^^O^COzCHzCHa 

Tho title compound (1.2 g. 680/0) was prepared from ethyl 2-xne%l-2-(4- 
ni1xophenyloxy)propanoate (2 g. 7.9 nunol) by hydrogenation wift 10% Pd/C (1 
m methanol at 50 psi and room temperature for 2 h. 

'H NMR (CDCI3. 200MHz): 5 6.75 (d. J=8.30Hz. 2H). 6.57 (d. J=8.30Hz. 2H) 4 23 
(q. J=6.84Hz, 2H), 1.52 (s.6H). 1.29 (t, J=6.84H2. 3H). 

-n. compounds g.ven in Table n were also prepared using a similar method 
descnbed m preparation 7. 
TABLE H 



Prep 

No. 

8 


Structure 


Mp,Yield, 
Nature 


'hNMR(CDC13):5 ' 


9 




Liquid, 
79% 


o./3(a,J=«.79Hz,2H), 6.58 
(d, J=8.79 Hz, 2H), 4.25 (q, 
J= 6.84Hz, 2H), 1.93 (q, 
J=7.33Hz. 2H). 1.41 (s, 3H), 
L30 (t, J=6.84Hz, 3H), 0.98 
(t, J=7.33Hz, 3H). 






Liquid, • 
97% 


6.76 (d, J=8.79Hz, 2H), 6.69 
(d, J=8.79Hz, 2H), 4.48 (t, 
J=5.86Hz, IH). 4.20 (q, 
J=6.84Hz, 2H), 3.78 (bs, 
2HJ)20 exchan geable) 
1.96-1.83 (m,2H). 1.61-1.44 
(m,2H), 1.25 (t, J=6.84 Hz, 
3H).0.97(t,J=7.33Hz.3m 



Preparation in 

Ethyl-2-(4-amino phenyloxy)octanoate 

.0. 



15 To suspension of sodium hydride (0.458 g. 19.08 mmol) in dry DMF (10 ml) 

p-aminophenol (1 g. 9.174 mmol) in dry DMF (10 ml) was added at 0 "C and stirred 
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at that temperature for 15 min. To this ethyl.2-bromo octanoate (3454 g 13 7 
6mmol) was added and stirred the mixture at room temperature for 12 h. Tire ruction 
mature was quenched with ice and added water (100 ml) and extracted with EtOAc 
(50 X 3 mL). n,e combined extracts were washed with water, brine and dried over 
Na2S04 to give the title compound (0.4 g, 16%). 

'H NMR (CDCIs, 200MHz): 5 6.74 (d, J=8.79Hz. 2H). 6.62 (d, J=8.79Hz. 2H) 4 46 
(t. J=6.35Hz, IH). 4.20 (q. J=6.83Hz, 2H), 3.48 (bs. 2H. D.0 exchangeable). 2.00- 
1.82 (m, 2H), 1.60-1.21 (m, IIH), 0.89 (t, J=5.86H2. 3H). 

me compounds given in Table m were also prepared using a similar method 
described in preparation 10. 
TABLE m 



Prep 
No. 


Structure 


~ Mp,YieId, 
Nature 


'llNMR(Cax:i3):S 


11 




Gummy oil, 
40% 


t).t)5i (d, J=9.28Hz. 2H)7 
6.55 (d, J=9.28Hz, 2H), 4.21 
(q, J=6.83Hz, 2H), 1.50 
\,a,\}n.j, x.z/ [X, J=o.83Hz, 
3H). 


12 




Gummy, 
25% 


/.^S(d, J=8.30Hz,2H), 6.61 
(d, J=8.30H2, 2H), 4.1 r(q. 
J=7.33Hz, 2H). 3.76 (bs, 
2H, D2O exchangeable), 
3.44 (t, J=7.33H2. IH), 
1.91-1.57 (m, 2H), 1.49- 
1.32(m, 2H), 1.20 (t, 
7.33Hz, 3H), 0.921 (t, 
7.33Hz, 3H). 


13 




Gimimy, 
69% 


(d, J=8.30Hz, 2H), 6.59 
(d, J=8.30Hz, 2H), 3.77 (bs, 
2H, D2O exchan geable) 
3.19(d,J=8.79Hz, IH), 2.10- 
1.95 (m, IH), 1.22-1.12 (m, 
6H). 0.99 (d. J=6.35Hz, 3H). 


14 




Gummy. 
68% 


7.26 (d, J=8.30Hz, 2H), 6.59" 
(d, J=8.30Hz, 2H), 4.10 (q, 
J=7.32Hz, 2H), 3.78 (bs, 
2H, D2O exchan geable), 
3.34 (t, J=7.52Hz, IH),' 
1.90-1.63 (m, 2H), 1.19 (t, 
J=7.32Hz. 3H). 0.99 (t. 
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Prep 
No. 


Structure 


1 Mp, Yield, 
Nature 


^UNMR(CDa3):5 


15 
16 




Ciummy,' 
72% 


J-7.5JHZ, JH). 
' J 0. JUllZ, 2>xi), o.oO 
(d, J=8.30H2, 2H), 4.08 (q, 
J=7.33Hz, 2H). 3.80 (bs, 
2H, D2O exchan geable), 
.3.50 (t, J=6.84H2, IH). 
1.81-1.43 (m, 3H), 1.18 (t, 
J=7.33Hz, 3H). 0.91 (d, 
J=1.95Hz, 3H), 0.88 (d. 
J=1.95Hz,3H). 






Gummy, 
56% 


7032(d,J=8.79H2,2H), 
6.70(d,J=8.79Hz.2H). 
609 (S, IH. D2O 
exchangeable) 
4.12(q,J=7.32Hz,2H), 
3.25(d,J=9.27H2.2H), • 
2.10-1.95 (m,IH), 
1.29-1.15 (m,6H), 
1.00(d,J=6.84Hz,3H). 



Preparation 17 

Ethyl-3-methyl-2K4-iieptylamino plienylthio)butanoate 

CH3 

. To elhyl-3-metbyI-2-(4-amino phenylthio)octanoate obtained from 
preparation 13. (2.57 g. 0.01015 mol) was added K^CO, (2.8 g, 0.02 mol), tetrabutyl 
atnmoirium bromide CTBAB) (3.27 g. 0.01 mol), heptylbromide (1.756 ml. 0.011 
mol) in toluene (50 ml) and heated at 100 »C for 16 h. Tie reaction mixture was 
cooled to room temperature, filtered and washed with EtOAc (100 ml). Hie 
.combined organic layers were washed with water, brine and dried over NaaS04 and 
concentrated under reduced pressure. The crude compound was purified by column 
chromatography, using 1:2 EtOAc : pet elher as eluent to give the title compound 
. (2.4 g. 67.4%). 
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'H NMR (CDCI3. 200MHz): 8 7.28 (d. J=8.79Hz. 2H). 6.49 (d, J=8.79Hz. 2H), 4.09 
(q, 7.32Hz. 2H). 3.74 (bs, IH, D2O exchangeable), 3.18 (d, J=9.28Hz, IH), 3.08 (t. 
J=7.32 Hz. 2H), 2.13-1.95 (m, IH). 1.60-1.51 (m. 2H). 1.31-1.13 (n, 14H), 0.99 (d, 
J=6.83Hz. 3H), 0.89 (t, J=6.84Hz, 3H). 

The compounds given in Table IV were also piepaied using a similar method 

3ed in PrennrsitinTi 1 7 



described in Preparation 17. 



TABLE IV 



Prep 
No. 


Structure 


Mp,Yield, 
Nature 


^HN]VIR(a)Cl3):8 


18 


^sf-ySv^COzCHzCHs 

'3 


Liquid, 
50% 


/..28 (d, J=7.3 Hz, 2H), 6.50 9d, 
J=7.30Hz,2H),4.11 (q, J=7.3 Hz 
,2H), 3.33 (t, J=6.83 Hz, IH), 

(t, J-6.84 Hz, 2H), 1.87-1.57 
(m, 4H), 1.4-1.2 (m, IIH), .99 (t, 
J= 7.33 Hz,3H), 0.89 (t, J=6.35 
Hz.3H). 


19 


^#>ySyC02CH2CH3 

\ 


Liquid, 
33% 


/.26 9(d, J=8.3 Hz, 2H), 6.49 (d, 

J=8.3 Hz, 2H), 4.08 (q, J=6.84 Hz, 

2H), 3.47(t,J=7.84Hz,lH), 

3.08(t,J=6.84,2H), 

1.80-1.45 (m,6H), 

1.40-1.10 (m, IIH), 

1.00-0.89 (m,9H). 


20 


\-^\/\/\ 


Liquid, 
33% 


6.77 (d. J=8.79 Hz, 2H), 6.48 (d. 
J=8.79 Hz, 2H), 4.23 (q, J=7.33 
Hz, 2H), 3.04 (1, J=6.83 Hz, 2H). 
1.6-1.50 (m, 19H), 
0.88(t,J=6.35Hz,3H). 


21 




Liquid, 
32% 


0.// (d, J=8.79 Hz, 2H), 6.55 (d, 
J=8.79 Hz, 2H), 4.46 (t, J=6.45 
Hz, IH), 4.20 (q, J=6.8 Hz, 2H). 
3.04(t,J=7.04Hz,2H), 
1.95-1.82 (m,2H), 
1.57-1.45 (m, 4H), 
1.42-1.2 (m, IIH), 
1.05-0.8 (m,6H). 
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.10 



20 



Prep 
No. 

22 


Structure 


Mp,Yield, 
Nature 


'HNMR(Cl)Cl3):8 






66% 


oJ/ ^a, j-8.79Hz,2H), 6.48(d,' 
J=8.79 Hz. 2H). 4.24 (q, J=7.32 
Hz,2H), 

3.04 (t. J=6.83 Hz, 2H), 1.92 (q 
Hz. 2H). 1.60-1.40 (n!; 
4H). 1.98-1.15 (m, UH), 0.97 (t. 
J=7.33Hz.3H). ^ 
0.88(t,J=6.35Hz,3H). 



Preparatioii 2:^ 

2^^JM.y^*0I»^enyM,Mll,yd„^l.pyrtmMtoyl,ac«lc acid 

To a suspension of NaH (1.25 g. 0.04 n.ol) in dry DMF (100 ml) 2-ethyl-4- 
phenyI-4(3H)pyrin,idinone (4 g. 0.02 mol) was added at 0°C arid stined for 30 tnin 
To tins anhydrous LiBr (2.5 g. 0.024 mol) was added at O'C and stined at RT for 
fbrther 10 min. Ethyl bromoacetate (4 g. 0.024 mol) was added and the mixture was ' 
heated to SO^C for 16 L The reaction mixture was quenched with ice-water 
extracted with EtOAc and the combined layers were washed wilh water, brine and 
dned over Na.SO. to get 'O' and 'W alkyl mixtures (a mixture of O-aDcylated 
product and N-alkalyted product), which were separated by column chromatography 
. using 30% EtOAc : pet ether as eluent to yield «N' alkylated compound. ethyl-2-(2- 
ethyl-6-oxo-4.phenyl-1.6-dihydro-l-pyrirni^^^^^ (2.8 g. 490/0) as a soKd. TT,e 
N-alkylated compound as hydrolyzed using aq. NaOH (2.8 g, 5 ml of H3O) in 
methanol (15 ml) at RT for 2 h to give the title compound as white solid (mp • 201- 
203°C,(2.3g,91%). 

'H NMR (CDCI3 f CD3OD. 200MHz): 5 S.04-7.99 (m. 2H). 7.68-7.40 (m. 3H) 6 80 ^ 
(s. IH). 4.87 (s. 2H). 4.82 (q. J=7.32Hz. 2H). 1.40 (t. J=7.32Hz. 3H). 
jPreparation 24 

2-(2-Ethyl.6H»xo-4.phenyM,6.daydro.l-pyrimidinyl)ethylamine 
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O 



To a suspension of 60«/o NaH (0.625 g. 0.026 mol) in DMF (30 mL) 2-elhyl- 
4-phenyl-4(3H)pyrinndinone (2 g, 0.01 mol) was added at 0 X and stirred at RT for 
30 min. The reaction mixture was cooled to 0 "C and added LiBr (1 .7 g, 0 0195 mol) 
5 and the temperature was raised to RT and added 2-ber^loxycarbonyl amino 
ethylbromide (2.58 g. 0.01 mol) and tetrabutyl ammonium bromide (3 3 g 0 01 mol) 
and heated at 80 forl6 h. reaction mixture was quenched with ice-water' 
extracted with EtOAC. washed with water, brine and dried over NaaSo/ 
concentrated the solvent to give 2-(2-ethyl-6.oxo-4-pheny]-1.6-dihydro-l- 
10 PyrimidinyDN-benzyloxycarbonyl aminoethyl bromide (1.1 g,30o/o). m compound 
was hydrogenaled over Pd/C with ethanol as the solvent at 1 atm pressure of H. 
gas, filtered and evaporated fte solvent to give the title compound (0.48 g. 98%) as a 
liquid. 

• 'H NMR (CDC13-. 200MHz): 5 8.08-8.037 (m, 2H), 7.48-7.32 (m. 3H), 6.81 (s IH) 
15 4.17 (t. J=7.32Hz, 2H). 3.03-2.87 (m. 4H), 1.39 (t. J=8.30Hz, 3H) 
Preparation 25 

2-EthyM-[^(4.hydrox3phenyIs«lfanyl)ethyl].4-phenyl-l,6-dmydropyri^^ 
one 

O 

pXv^oh 

50 To 4-hydroxy thiophenol (2.016 g, 0.016 mol) in DMF (50 ml) K2CO3 (4.416 

g. 0.032 mol) was added and stinred for 30 min. and then added l-(2-ch]oroelhyl>2- 
ethyl-4-phenyl-l,6-dihydropyrimidin-6-one (4.3 g. 0.016 mol). The resulting mixture 
was stirred at room temperature for 15 h. fillered. Washed with EtOAc and the 
combined filtrates were partitioned between water and EtOAc. The EtOAc layer was 

5 washed with water, brine, dried over Na.SO^ and evaporated the solvent to get the 
title compound as a gummy mass (1 .25 g. 26%). 
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'H NMR (CDCI3. 200MHz): 5 9.64 (s. IH, D,0 exchangeable). 8.08-8 05 (n, 2H) 
. 7.50-7.35 (m, 3H). 7.27 (d, J=9.28Hz. 2H). 6.83 (s. 3H). 6.76 (d, J=9.28Hz. 2H)' 
4.08 (t. J=81Hz. 2H). 3.11 (t, J=7.81Hz. 2H). 2.72 (q. J=6.84Hz. 2H). 1.22 (t 
J=7.32Hz,3H). 

5 



10 



20 



Example 1 

Ethyl 2.[4-(2-ethy|-6-oxo-l-phenyl-l,6.dihydropyrimidm.l.yto^^ 
carboxaiiudo)phenyl su]fanyl}-3-methyl butanoate 



O 



To a mixture of 2-(2-ethyl-6-oxo-4-phenyl-1.6-dihydro-l-pyrimidinyl)acetic 
acid obtained from preparation 23, (1.77 g. 6.89 mmol). ethyl-3-methyl-2-(4- 
heptylamino phenylthio)butanoate. obtained from preparation 17, (2.2 g. 6.26 mmol) 
and HOBt (0.85 g. 6.89 mmol) in dry DCM (30 mL) was added N.N-diisopropyl 
carbodiimide (DIG) (1.72 mL. 6.89 mmol) at RT and stirred at that temperature for 
24 h. The reaction mixture was diluted with more DCM (100 mL) and washed with 
water, saturated NaHS04 solution, brine and the DCM layer was dried over NaaS04 
and evaporate the solvent. The crude ester was purified over silica gel column by 
eluting with 200/. EtOAc : pet ether to oblam die tide compound as gummy mass 
25 (1.8 g. 49%). 

•h NMR (CDCI3. 200MIfe): 5 8.02-7.97 (m. 2H). 7.55 (d. J=8.30Hz, 2H), 7.46 - 
7.42 (m, 3H). 7.32 (d. 2H). 6.75 (s. IH). 4.49 (s. 2H). 4.17 (q, J=6.84Hz. 2H). 4 17 
(q, J=6.84Hz. 2H). 3.69 (t. J=7.32Hz. 2H). 3.51 (d. J=8.31H2. IH). 2.70 (q. 
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J=7.33Hz. 2H). 2.24-2.13 (m. IH), 1.40-1.20 (m. 2H). 1.35 (t. J=7.33Hz. 3H). 1.25- 
1.06 (m. ITH). 0.85 (t. J=6.83Hz. 3H). 

The compounds given in Table V were also prepared using a similar melhod 
described in Example 1. 
5 TABLE V 



Exam. 
No. 


Stracture 


Mp,Yield, 
Nature 


1 'HNMR(CDCb):5 


2 




148-150 
"C, 20% 


8.1-7.5(8 (m,2H), 
7.70 (d, J=8.79 Hz, 2H), 
7.50-7.4 (m, 3H), 6.84 (d. 
J=^8.79 Hz, 2H), 6.83 (s, 
lH),4.38(t,J=5.86Hz,H), 
4.22 (q, J=6.84 Hz. 2H). 
3.79 (t, J=5.86 Hz. 2H). 
2.97 (q, J=7.33 Hz, 2H). 
1-45 (t, J=7.33 Hz, 3H), 
1.36 (s. 3H). 1.30 (s. 3H). 
1.26(t,J=6.84Hz,3F). 


3 


^ O^^COzEt 

■ 


Liquid, 
54% 


8.10-7.95 (m, 2H). 7.5-7.4 
(m, 3H). 7.28 (d. J=8.30 
Hz,2H),6.84(d,J=8.3Hz, 
2H), 6.78 (s, IH). 4.36 (t, 
J=5.84 Hz, IH), 4.23 (q. 
J=7.3 Hz. 2H). 3.71 (t, 
J=5.84 Hz. 2H), 3.28 (t. 
i D.sj Hz, 2H;, 3.08 (q, 
J=6.84 Hz, 2H), 1.62 (s, 
6H), 1.5-1.3 (m. 2H), 1.28- 
1.0 (m, 14H), 0.84 (t, 
J=6.32 Hz, 3H).- 


4 




128- 

OO^C, 
54% 


(s, IH, D2O 
exchangeable), 8.10-8.00 
(m, 2H), 7.50-7.45 (m, 
3H), 7.38 (d, J=8.79 Hz, 
2H), 6,87 (s, IH), 6.81 (d, 
J=8.79 Hz, 2H), 4.85 (s, 
2H), 4.22 (q, J=6.84 Hz, 
2H), 3.08 (d. J=7.32 Hz. 
2H). 1.55 (s, 6H). 1.45 (t, 
J=7.32 Hz, 3H), 1.25 (t, 
1=6.84 Hz, 3H). 
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9 (CHjfe 



Mp, Yield, 
Nature 



Liquid, 
55% 



9H3 

9 (9H2J8 



Liquid, 
47% 



?H3 

O (CH2)6 



Liquid, 
47% 



Liquid, 
47% 



'u«MR(CDa3):5 



(m, 2H), 7.45: 
7-40 (m, 3H), 7.24 (d, 
J=8.30 Hz, 2H), 6,74 (s, 
IH), 4.48 (s, 2H). 4.26 (q, 
J=7.33 Hz, 2H), 3.66 (t, 
J=6.84 Hz, 2H), 2.68 (q, 
J=7.32 Hz, 2H), L64 (s, 
6H), 1.37 (q, J=7.32 Hz, 
2H), 1.25-1.10 (m, 16H), 
0.85(t,J=5.86Hz,3H) 



5.1U-8.00 (m, 2H), 7.60 (d, 
J=8.31Hz, 2H), 7.50-7.40 
(m, 3H), 7.36 (d, J=8.31 
Hz, 2H), 6,78 (s, IH), 4.48 
(s.2H).4.16(q,J=6.84Hz. 
2H), 3.76 (t, J=6.84 Hz, 
2H), 2.70 (q, J=7.33 Hz, 
2H), 1.61 (s, 6H), 1.38 (t, 
J=7.33 Hz, 3H), 1.25 (t, 
J=6.84 Hz, 3H), 1.20 - 
LOO (m, lOH). 0.84 (t, 
J=6.94Hz,3H), 



8.05-/.95 (m, 2H), 7.50- 
7.40 (m, 3H). 7.26 (d, 
J=8.30 Hz, 2H). 6.95 (d, 
J=8.30 Hz, 2H), 6,78 (s, 
IH), 4.50 (s, 2H), 4.28 (q, 
J=6.84 Hz, 2H), 3.67 (t, 
J=7.33 Hz, 2H), 2.69 (q, 
J=7.32 Hz, 2H), 2.04 (q, 
J=7.32 Hz. 2H). 1.58 (s, 
3H), 1.39 (t, J=7.32 Hz, 
3H), 1.30-1.10 (m. 13H), 
1.02 (t, J=7.32 Hz. 3H), 
0.86(t,J=5.37Hz, 3H) 



8.U5-7.97 (m, 2H), 7.56 (d, 
J=8.30 Hz, 2H). 7.47-7.40 
(m. 3H), 7.34 (d, J=8.30 
Hz,2H), 7.27 (s, 1H),4.50 
(s, 2H), 4.18 (q; J=6.83 Hz, 
2H), 3.80-3.60 (m, 3H), 
2.71 (q, J=6.84 Hz. 2H), 
2.40-2.15 (m, 2H), 2.10- 
L50 (m, 4H), 1.39 (t, 
J=6.84 Hz, 3H). 1.35-1.10 
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Exam. 
No. 

9 


j structure 


1 Mp, Yield 
1 Nature 


'HNlViR(CDqj):8 1 

~ im, IIH), 0.99^.70 (m 
6H). 1 


lo 


V _ H CH3 


140-143 ' 
he, 30% 


8-91(s, 115 ^ 

exchangeable), 8.10-8.00 
(m, 2H), 7.50-7.46 (m, 
3H). 7.41 (d. J=8.79 Hz, 

2H). 6 87 fm <t ct /j 
/» ")0^ in), o.ol (d, 1 

J=8.79 Hz, 2H), 4.85 (s. 
2H), 4.53 (t, J=6.35 Hz, 
IH), 4.19 (q, J=7.33 Hz, 
2H), 3.07 (d, J=7.33 Hz. 
2H), 2.05-1.85 (m.2H), 
1.44 (t, J=7.33 Hz, 3H), 
1.35-1.15 (m,llH), 0.85 (t 
J=4.99 Hz, 3H). 






Liquid, 
35% 


^i.U3-K.OO (mi 2H), 7.57 (d.H. 
J=8.31 Hz, 2H), 7.50-7.40 
(m, 3H), 7.33 (d, J=8.31 
Hz, 2H), 6.75 (s, IH), 4.49 
(s.2H),4.18(q,J=7.32Hz, 
2H), 3.80-3.60 (m. 3H), 
2.70 (q, J=7.33 Hz. 2H), 
2.05 - 1. 80 (m, 2H), 1.60- 
1.58 (m, 2H), 1.30-1.20 
(m, 14H), 1.07 (t, J=7.33 
Hz, 3H), 0.85 (t, J=6.34 
Hz; 3H).. 


H [ 




Gummy T 
oil, 22% 

1 

h 


■A.UV;.y5 (m, 2H>, 7.55 (d, 
J=8.79 Hz, 2H), 7.50-7.40 
(m, 3H), 7.33 (d, J=8.79 
Hz, 2H), 6.74 (s; IH), 4.49 

2H), 3.79 (t, J=8.30 Hz, 
IH), 3.69 (t, J=7.82Hz, 
2H), 2.70 (q, J=6.84 Hz, 
2H), 2.30-2.20 (m, IH), 
1.90-1.60 (m, 2H), 1.60- 
1.50 (m, 2H), 1.45-1.10 
17H), 1.00-0.8(m, 

5H). 


F 




liquid] h 
J2% : 

J 
J 

• 1 1 


i.0i-/.y5 (m, 2H), 7.50- 
'•35 (m, 3H), 7.26 (d, 
=8.79 Hz, 2H), 6.95 (d, 
=8.79 Hz, 2H), 6.73 (s, 
H). 4.61 (t, J=5.38 Hz, 
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10 



Exam. 
No. 


J>tructure 


Mp, Yield, 
Nature 


^HNMR(CDCb):8 


13 






IH). 4.47 (s. 2H), 4.23 (q, 
J /.jz HZ, 2jH),3.64 (L 
J=7.32 Hz. 2H). 2.68 (q. 
J=7.33 Hz. 2H). 2.00-1.80 
(m, 2H), 1.60-1.40 (m, 
2H). 1.36(t.J=7.33Hz. 
3H), 1.30-1.10 (m, 13H) 
0.98 (t, J=7.33 Hz, 
3H).0.82 (t. J=6.80 Hz. 
3H). 




o 


Liquid, 
22% 


S.U5-7.95 (m, 2H). 7.50- 
7.30 (m, 7H). 6.86 (s, IH), 
4.84 (s. 2H). 4.08 (q, 
J=8.29 Hz. 2H), 3.28 (d, 
J=8.29 Hz. IH). 3.05 (q. 
J=6.84 Hz, 2H). 2.10-1.95 
(m, IH), 1.43 (t, J=7.33 
Hz, 3H), 1.30-0.95 (m, 
9H). ^ 



Example 14 

Ethyl 2-{4-[2.(2-ethyl.6-oxo-4.phenyI-l,Mihydrop3.imid^^^^^^^ 
phenoxy}-2-methyl propanoate 

. To a solution of ethyl.2-methyM-hydroxy phenoxy propanoate (454 6mg 
1.863m mol) (obtained fiom pxepaiatioi 4) in dxy DMF (10 mL) was added K3CO3' 
(514 mg. 3.726 mmol) and stirred at RT for 30 nrin. To Ihis l-(2-chloroethyl)-2- 
ethyl-4-phenyl-l,6-dihydro^.pyri„idinone (489 mg. 1.863 mmol) in DMF (5 mL) 
vm added and the resulting mixture was stirred at 80 "C for 12 h. The reaction 
mixtoe was filtered, diluted with EtOAc (100 mL).and washed with water, brine and 
dned over Na^SO. Ihe solvent was evaporated and purified by column 
chromatography by eluting with 20% EtOAc : pet ether to give the title compound 
as a white solid (mp : 80-82 »C, 226 mg. 27%). 
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H NMR (CDa,. 200MH.): 6 8.03 ^.00 (,„, 2H). 7,47-7.43 K 3H) 6 85 (d. 

H. 2H,, 4.20 (, >4.8,H. 2H,. 3.03 ,^.32H. aH), ..51 ( , ^ .^^ 
J=7.32Hz,3H).I.26(l,J-8.81Hz,3H). 

Tie o»p„„4, T* VI w« al«, p,^ ^ , ^ ^ 

described in Example 14. 
TABLE VT 



Kxam 1 structure 

No. 


Mp,Yield, 
Nature 


'HNlVlR(CDa3):5 




Liquid, 
20% • 


8.05-7.95(m. 2H). 7.50-" 
7.40 (m; 3H). 6.82(S. IH). 
6-80 (d, J=9.28Hz,2H), 
6.70 (d. J =9.28 Hz. 2H), 
.4.45 (t, J=4.88Hz, 2H), 
4.25 (1, J=4.88. 2H), 4.21 
(q,J=7.32Hz,2H),3.07(q, 
J=7.33 Hz. 2H) 1 90 rn 
J=7.32Hz, 2H), 1.60 (s, 
3H). 1.43 (t, J=7.33Hz, 
3H). 1.25 (t, J=7.32Hz. 
3H), 0.95 (t, J=7.32 Hz, 
3H). 


IT. 0 j 


80-82 °C, 
20% 


K.Ui-y.yb (m, 2H), 7.50- 
7.40 (m, 3H), 6.80 (d. 
J=9.27Hz, 2H), 6.75 (d, 
J=9.27Hz. 2H), 6.73 (S, 
IH), 4.52-4.40 (m, IH), 
4.45 (t. J=4.88Hz, 2H). 
4.26 (t,. J=4.88 Hz, 2H), 
4.18 (q, J=6.84Hz, 2H), 
3.08 (q, J=7.33Hz, 2H), 
1.95-1.80 (m, 2H). 1.60- 
1-50 (m, 2H), 1.44 (t, 
J=7.32Hz, 3H), 1.23 
(t,J=6.84Hz, 3H), 6.95 (t, 
J=6.34Hz, 3H). 


1 / 




Liquid, 
47% 


«.U5-8.00 (m. 2H). 7.55-" 
7.40 (m, 3H), 7.31 -(d. 
8.30Hz, 2H), 6.81 (S, IH), 
6.58 (d, J=8.30Hz, 2H), 
4.33 (t, J=5.86Hz, 2H), 
♦.09 (q, J=7.32Hz, 2H), 
J.54 (t, J=5.86Hz. 2H). 
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18 






J IV (d, J=9.28Hz. 1H),1 
2.82 (q. J=6.83 Hz, 2H), 
2.10-1.95 (m, IH), 1.40(t, 
J=7.32Hz, 3H), 1.22 (t 
J=6.83Hz, 3H). 1.14 (d, 
J=6.34 Hz, 3H). 0.99 (d, 
J=6.34Hz, 3H). 




O 


Liquid, 
56% 


8.00-v.yu (m, 2H). y.soH 

7.40 (m, 3H), 7.29 (d. 
J=8.79Hz, 2H), 6.81 (S, 
IH), 6.57 (d, J=8.79Hz, 
^tl), 4.33 J=5.86Hz, 
2H), 4.11 (q. =6.84Hz, 
2H). 3.54 (t. J=5.86Hz. 
2H), 3.32 (t. J=7.83Hz, 
IH), 2.82 (q, J=7.32 Hz. 
2H), 1.90-1.50 (m, 2H) 
1.40 (t, .J=7.32Hz, 3H),| 
1-40 (t, J=7.32Hz, 3H), 
0.98(l,J=7.33Hz.3ffi. 






Liquid, 
69% 


8.10-/.y5 (m. 2H). 7.50- 
7.40 (m, 3H), 7.38 (d, 
J=8.79Hz, 2H), 6.78 (d, 
J=8.79Hz, 2H), 6.79 (s. 
IH), 4.48 (t, J=4.88H2, ' 
-iHj, 4.31 (t, J =4.88Hz, 
2H). 4.08 (q, J= 7.32Hz, 
2H), 3.23 (d, J=8.79Hz, • ' 
IH), 3.08 (q, J=7.33 Hz, 
2H), 2.15-1.95 (m, IH), 
1.46 (t. J= 7.33 Hz, 3H), 
1.26 (t, J= 7.32Hz, 3H), 
,1.13 (d, J=6.84Hz, 3H). 
0.99(d,J=6.84Hz.3m. 






Liquid, 
65% 

i 

( 
] 

3 


8.U3-8.yo (m, 2H), 7.50-1 
7.40 (m, 3H), 7.30 (d, 
J=8.32Hz, 2H), 6.81 (s, 
IH), 6.57 (d, J=8.32Hz. 
2H), 4.57 (bs, IH, D2O 
exchangeable), 4.33 (t, 
r=7.33Hz, 2H), 4.10(q.J= 
7.32Hz, 2H), 3.56- 3.53 
:m. 3H), 2.82 (q, J=7.00 
?z, 2H), 1.75-1.52 (m, • 
>H), 1.40 (t, J= 7.00 Hz, 
IH), 1.29-0.88 (m,9H). 
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10 



15 




O 



(m. 2H). 7.45: 
7.26 (m, 5H), 6.83 (ri 
J=8.79 Hz, 2H), 6.67 (s, 
IH), 4.49 (s, 2H), 4.31- 
4.13 (m, 4H). 3.19 (t, 
J=7.32 Hz, 2H). 2.69 (q. 
J=7.83 Hz. 2H). I.36.lil 
(m. 6H ), 

Example 22 
anuuio}propanoate 

O 



Liquid, 
80% 



H 



20 



To a solution of I-I2-e%l-6-oxo-4-phenyl-,.6-dihydro-,-pyrimidm^^^^^^ 
(anuBophenoxy)efl.ane (1.9 g, 5.67 nunol) (Ref. US 6,3,0,069) in dry DMF (20 n.L) 
■ wa. added K.CO3 and sti:.d at RT for 30 ^. To ^ e«.y.-2-bro»op.panoate 
(1.54 g, 8.51 nunol), was added and the mixture was stirred at 50 "C for 14 h The 
reaction mixtirre was filtered, washed with EtOAc and the combined filtrates were 
washed with water and extracted with EtOAc. T,. organic layer was dried over 
NaaSO. evaporated the solvent and the crude compound was purified by colunm 
chromatography by eluting with 250/0 EtOAc : pet. ether to give the title compound 
as a brownish low melting solid (mp : 40 -C. 1 .867 g 76%) 

■h NMR (CDC,3. 200MHZ): 5 8.03 (m, 2H). 7.98-;.26 (m, 3H), 6.78 (s, IH), 6.70 ' 
(d, J=8.79&.2H), 6.54 (d, J=8.79Hz, 2H), 4.42 (t, J=4.88Hz, 2H), 4.23 (, J=4.88Hz 
2H). 4.14 (q. J=7.33Hz. 2H). 4.02 (q, J=6.84Hz. IH), 3.08 (q, J=7.33Hz. 2H). 1 50-' 
1.29 (m, 6H), 1.22 (t, J=7.33Hz, 3H). 

Hie compounds given in Table VH were also prepared using a similar 
method described in Example 22. 



wo 02/081454 



PCT/IB02/01104 



57 



TABLE Vn 



1 Exam 
No. 
23 


Stractare 


mp, Yield, J'HNMR(CDCl3):5 

Nature : 


24 




■ v^junmy «.u5-7.95 (m, 2H). 7.50-7.40 

oil 50% (n,,3H). 6.78 (s, IH). 6.69 (cL 

J=9.28H2, 2H). 6.61 (d, 

J=9.28Hz, 2H). 4.44 {t 

J=4.88 Hz. 2H). 4.24 (t J= 

4.88Hz. 2H), 4.13 (q, 

U=7.33Hz, 2H), 3.08 S, 

J=7.33Hz.2H). 1.47(s.6m, 
1.40-1.10 rm,^;H) 




I ' n 


jO;C. 8.10-7:95lE:2H), 7.50-7.40 
65% (m,3H), 6.79 (s, IH), 6.71 (± 
J=8.79Hz. 2H). 6.55 (d, 
J=8.79Hz. 2H), 4.45 (t. 
J=4.88 Hz, 2H). 4.24 (t. J= 
4.88Hz. 2H). 4.14 (q, 
J=7.33Hz. 2H), 3.95 (!, 
J=6.84Hz, IH). 3.09 (q. 
J=7.32 Hz. 2H). 2.40-2.20 
(m. 2H), 1.80-1.60 (m, 2H) 
1.43 (t, J= 7.32Hz. 3H), 1.27 
(t, J=7.33Hz, 3H). 0.95 (t 
J=7.33Hz.3m 


|25 r 


0 

CH3 


88-89 °C, 
56% 


8.10-8.00 (m, 2H). 7.50-7.40 
(iti.3H), 6.79 (S.1H). 6.71 (d. 
J=9.28Hz. 2H). 6.54 (d, 
J=9.28Hz, 2H). 4.47 (t. 
J=4.89 Hz, 2H). 4.23 (t, J= 
4.89Hz. 2H). 4.07 (q. 
J=6.84Hz, 2H), 4.00 (t, J= 
7.60Hz, 2H). 3.90 (q, J= 
6.84Hz, IH). 3.09 (q. 
J=7.32Hz, 2H). 1.70-1.50 
(m, 5H). 1.41 (t, J=7.32 Hz. 
3H), 1.35-1.20 (m. HH), 
0.88(t.J=5.86Hz,3H). 



Example 26 

2-[4-(2-Ethyl-6-oxo-4-phenyI-l,6^Iffiydropyrimidm-l- 
5 yta>ethyl(heptyI)carboxamido)pheiiyI^5uIfi«,yl}.3-methyl botanoic add 
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10 



O ^ — — 

/j^^rs Y 



To ethyl 2-[4-(2-e%1.6K,xo-4-phenyl-1.6^ihydropyriinidin-l- 
ylmethyl(heptyl)carboxamido)phenyl sulfanyl}-3-methyl butanoate (obtained ftom 
Example 1) (1.8 g. 3.0 n,n.ol) in THF : MeOH (1:3) mixture (10 mL) added 
LiOH (1 .8 g. 4.28 mmol) dissolved in water (4 mL). The reaction mixture was stirred 
at RT for 12 h and the solvent was evaporated, diluted with water (10 mL) and 
acrdified the mixture with 2 N HCl to pH 4 and extracted with EtOAc and washed 
with water, brine and dried over NaaS04 and evaporated the solvent Hie resulting 
crude material was purified over silica gel column by eluting with Wo MeOH : 
CHCI3 to obtain the title compound as fluffy white solid (1 .5 g, 89%) 
•H NMR (CDCI3, 200MHz): 6 8.10-7.90 (m. 2H), 7.59 (d. J=7.81Hz. 2H) 7 50-7 39 
(m. 3H), 7.32 (d. J=7.81Hz, 2H), 6.79 (s, IH), 4.45 (s, 2H), 3.67 (t, J=7.32Hz. 2H) 
3.55 (d, J=8.79Hz, IH), 2.67 (q. J=7.33Hz, 2H). 2.30-2.15 (m, IH). 1.60-1 45 (m' 
2H). 1.40-1.05 (m. 17H), 0.84 (t. J=6.84Hz, 3H). . .. ' 

15 The compounds given in Table VHI were also prepared using a similar method 
described in Example 26. 
TABLE Vm 



Exam 
No. 


Structure ~ 


Mp,Yield, 
Nature 


^HNMR(CDCl3):5 


27 


Ph^Ai 0 

• 


210 <'C, 
65% 


8.10-7.95 (m. 2H), 7.68 (d. 
J=8.30Hz, 2H), 7.55-7.40 (m, 
3H), 6.88 (d, J=8.30 Hz, 2H) 
6.86 (s, IH), 4.39 (t, J=4.32 
Hz, 2H), 3.80 (t, J= 4.32Hz, 
2H), 3.00 (q. J=6.84H2, 2H), 

1.70 (S.6H), 1.47 (t,J=6.84Hz, 
3H). 


28 




132-134 
43% 

1 


8.1U-7.95 (m, 2H), 7.55-7.40' 
(m, 3H), 7.32 (d, J=8.36H2. 
2H), 6.91 (d, J=8.30 Hz, 2H), 
6.80 (s, IH), 4.38 (t, J=4.34 
Hz, 2H), 3.73 (t, J= 4.34H2, 
2H), 3.28 (t, J= 6.83Hz. 2H). 
3.08 (q, J=7.82Hz, 2H), 1.95- 
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1 Exam 
No. 


Structure 


Mp,Yield 
Nature 


» 'hNMR(CDC13):6 


29 






180 fm 1 1 z-o V ^-rr — 

^"•> 1.63 (s, 6H), 

1.44 (t.J=7.82Hz,3H), 0.84 ft 
_ J=4.83Hz,3H). ^ 


30 




120 X, 
71% 

1 


8.10-8.00 (m. 2H), 7.55-7.45 
(m, 3H), 7.38 (d, J=7.09Hz, 
2H), 6.86 (d, J=7.09 Hz, 2H) 
6.83 (S.1H). 4.91 (s,2H), 3.06 
(q, J=7.32Hz. 2H). 1.56 (s, 
6H).1.45ftJ=7.32H7_im 


31 




68-70 
93% 


a.U.>-8.U0 (m, itl), 7.55-7.45 
(m. 3H), 7.28 (d, J=8.31Hz, 
2H), 7.02 (d, J=8.31 Hz, 2H). 
6.78 (s. IH). 4.50 (s, 2H), 3.66 
(t. J= 7.33Hz, 2H), 2.70 (q, J= 
7.32Hz, 2H), 2.25-2.00 (m 
2H). 1.67 (s, 6H), 1.38 (t. J= 
7.32Hz, 3H), 1.38-1.18 (m. 
Oil;, u.jji (t, j-6.83 Hz. 3H) 


32 




158 - 160 
°C.79% 


«.lU-7.y5 (m, 2H),T50:7:40" 
(m, 3H), 6.89 (d, J=8.79Hz 
2H). 6.81 (s. IH), 6.76 (d' 
J=8.79Hz.2H),4.48(t,J=4.89 
Hz. 2H), 4.48 ft J= 4.89Hz, 
2H). 3.09 (q, J=7.32Hz, 2H), 
1.50 (S.6H), 1.45 ft J=7.32Hz, 


33 




190-192 
"C, 64% 


8.05-7.95 (m, 2H). 7.50-7.40 
(m, 3H), 6.82 (d, J=8.79Hz, 
2H), 6.74 (d, J=8.79 Hz, 2H), 
6.73 (s, IH), 4.60-4.50 (m, 
3H). 4.24 ft J= 4.40 Hz. 2H), 
3.09 (q, J= 7.33Hz. 2H), 2.00- 
1.90 (m, 2H), 1.60- 1.40 (m 
5H),0.95ftJ=6.83Hz.3m 






159- 161 
'C, 71% ( 

] 

|i 


8.1U-8.05 (m. 2H), 7.50-7.40 
[m, 3H), 6.88 (d. J=8.79Hz, 
2H). 6.79 (s, IH), 6.78 (d, 
r=8.79Hz,2H).4.47ftJ=4.89 
Eiz, 2H), 4.28 ft J= 4.89Hz, 
5H), 3.08 (q, J=6.84Hz. ik), 
i.88 (q. J=7.33Hz, 2H), 1.44 
t. J=6.84 Hz, 3H). 1.36 (s, 
H).1.01ftJ=7.33Hz,3ffi.. 
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J Exani 
No. 
34 


Strnctiire 


Mp,Yield 
Nature 


. |'uiNMR(CDa3):5 ' 






o 


52^C, 
20% 

H 


K 1 0-7 on ^x3\ — -I — 7-, 
o.iu-f^yyi ^Ta, lU), 7.66 (d 

J=7.81Hz, 2H), 7.50-7.40 (m 

3H), 7.36 (d, J=7.81 Hz, 2H) 

6.77 (s, IH), 4.47 (s, 2H), 3.7C 

(t, J= 7.32Hz, 2H), 2.70 (q, J= 

7.32Hz. 2H), 1.60-1.40 (m 

2H), 1.55 (s, 6H), 1.37 (t, J= 

7.32Hz, 3H), 1.30-1.10 (m, 

8H).0.84(t.J=4.99Hz.3H 


) 

> 


36 


1 ^ 

pA^ ^ Ao,h 

1 ' n 


192 -194 
°C, 66% 


ti.zu-s.uo (m, zh;, 7.50-7.40 
(m. 3H), 6.89 (s, IH). 6.70 (d, 

J=8.79Hz.2H).6.48(d,J=8.79 
Hz, 2H), 4.35 (t, J=4.82 Hz, 
2H), 4.12 (t, J= 4.82Hz, 2H), 
3.84 (q, J=6.84Hz, IH), 3.04 
(q, J=7.33Hz, 2H), 1.36 (t, 
J=7.33 Hz, 3H), J.31 (d. 
J=6.84Hz, 3H).. 




37 


1 ?. (9H2)s 


52-54 "C, 
54% 


6.UU-/.90 (m, 2H), 7.55-7.40' 
(m, 3H), 7.26 (d, J=7.81Hz, 
^HJ, /.03 (d, J=7.81 Hz, 2H), 
6.72 (s,lH), 4.51 (s,2H). 3.67 
(t, J= 4.52Hz. 2H), 2.81 (q; J= 
5.87Hz, 2H), 2.60-2.30 (m, 
2H), 2.04 (t, J=7.33Hz, 2H), 
1.58 (s. 3H), 1.41 (t, J= 
5.87Hz, 3H), 1.35-1.18 (m, 
8H), 1.05 (t, 7.33Hz. 3H) , 
0.85(t,J=7.22Hz.3m. 




UH3 

9 (9^2)8 1 


48-50 "C, 
74% 


8.uu-/.yo (m, 2H), 7.50-7.39" 
(m, 3H), 7.30 (d, J=8.79Hz, 
^n), /.Kjz [Q^ J-8.79 Hz, 2H), 
6.85 (s, IH), 4.67 (t, J= 5.86 
Hz, IH), 4.40 (s, 2H), 3.75- 
3.55 (m, 2H), 2.67 (q, J= 
7.33Hz, 2H), 2.10-1.90 (m. 
2H). 1.70 -1.40 (in,2H). 1.34 
(t, J= 7.33Hz. 3H). 1.25-1.10 
[m. lOH), 1.00 (t, J=7.33Hz, 
3H),0.85(t,J=6.84Hz,3H).- 


38 

1 




168 - 169 ! 
*C, 74% ( 

J 
I 


i.Ui-7.45 (m, 2H), 7.55-7.40 
m, 3H), 7.23 (d, J=9.78Hz. 
5H), 6.89 (s, IH). 6.77 (d, 
=9.78 Hz, 2H). 4.44 (t,J=4.88 
Iz, 2H), 4.27 (t, J- 4.88Hz. 
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1 Exam 
No. 


Stractare 


1 Mp,YieId 
Nafare 


. 'UNMR(CUCI3):5 








^tl), 3.04 (q, J=/.33Hz. 211)7 

2.99 (s,6H). 1.44 (t,J=7.33H2, 
3H). 

' <>-y5-7.95 (m, 2H), 7.55-7.40 
(m. 3H), 6.79 (s, IH), 6.72 (d. 
J=8.79Hz. 2H), 6.60 (d, J=8.79 
Hz, 2H), 4.44 (t, J=4.88 Hz, 
2H), 4.23 (t, J= 4.88 Hz, 2H). 
3.89 (t, J=5.86H2. IH). 3.08 
(q. J=7.32Hz. 2H), 1.90- 1.60 
(m, 2H). 1.55- 1.25 (m. 5H), 


39 
40 


H 


155 - 151 

rc,43% 

1 






Ciummy 
oil, 40% 


8.05-7.95 (m. 2H). 7.59 (d, 
J=8.30Hz, 2H) 7.50-7.40 (m 
3H), 7.32 (d, J=8.30 Hz, 2H),' 

6.79 (S.1H). 4.45 (s,2H). 3.75 
(t, J= 7.33 Hz, IH), 3.67 (t 
J=7.33Hz, 2H), 2.67 (q, J= 
7.33Hz, 2H), 2.10-1.70 (m, 
2H), 1.60 -1.42 (m, 2H), 1 34 
(t, J= 7.33 Hz. 3H), 1.30-1.05 
(m, lOH), 0.96 (t, J=7.33Hz, 
3H), 0.83 ft. J=6.34 Hz. 
«.02-7.y7 (m, 2H), 7.46-7.43- 
K 3H), 7.35 (d, J=8.79 Hz, 
2H), 6.81 (d, J=8.79 Hz, 2H), 
6.63 (s, IH), 4.86 (s, 2H), 4.25 
(t, J=7.08 Hz, 2H), 3.24 ft, 
J=7.32 Hz, 2H), 2.69 (q, 

J=7.32Hz,2H),1.30(t,J=7.08 
H2,3H), 


141 


o 


164 - 166 
"C, 68% 


142 


I * 1 


Liquid, 
70% 

( 

■ 

( 
( 
3 


«Ta5-7.90 (m, 2H), 7.60 (d,- 
J=8.30Hz, 2H) 7.50-7.40 (m 
3H), 7.33 (d, J=8.30 Hz. 2H), 
5.80 (s, IH), 4.46 (s, 2H), 3.68 
% J=7.33 Hz, 2H), 3.67 (f, 
r=7.32 Hz, IH), 2.68 (q, J= 
7.33Hz, 2H), 2.10-1.80 (m, 
!H), 1.55 -1.40 (m, 2H). 1.36 
t. J= 7.33 Hz, 3H), 1.30^1.05 
8H), l.IO (t, J=7.33Hz, 
H),0.85(t,J=6.35Hz,3H). • 
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1 Exam 
No. 
"43 


Strnctore 


1 Mp, Yield 
1 Nature 


> 1 'u«MR(CDCb):5 






58-60 »C, 
65% 


"" 8.05-7.95 (m, 2H). 7.60 (4 
•J=8.30Hz, 2H) 7.50-7.40 (m. 
3H), 7.34 (d, J=8.30 Hz, 2H). 
6.77 (s, IH), 4.46 (s, 2H), 3.83 
(t. J= 8.30 Hz, IH). 3.70 (t, 
J=7.33 Hz, 2H), 2.69 (q, J= 
7.32Hz. 2H). 2.20-2.00 (m, 
2H), 1.95 -1.80 (m, IH), 1.60- 
1-40 (m, 2H). 1.36 (t, J= 7.33 
Hz. 3H), 1.30-1.10 (m. IIH), 
1.00-0.80(m,6H). 


44 
45 




164 5q 
82% 

If 


6.lU-/.y5 (m, 2H). 7.50-7.40" 
(m. 3H), 7.39 (d, J=8.30Hz, 

OTJr\ £. '~lt\ f t - _ 

2H), 6.79 (s. IH), 6.77 (d, 
J=8.30 Hz, 2H). 4.45 (t, J= 
4.88 Hz, 2H), 4.28 (t, 
J=4.88Hz, 2H). 3.24 (d, 
J=8.79Hz. IH), 3.05 (q, J= 
7.32Hz. 2H), 2.10- 1.90 (m, 
IH), 1.43 (t, J=7.32Hz, 3H), 
1.13 (d, J=6.35Hz, 3H). 1.03 
<,a, J-o.j5 Hz, 3H). 


46 




195 - 200 
°C, 43% 


6.O-8.00 (m, 2H), 7.60-7.40 
(m. 3H), 7.36 (d, J=7.39Hz, 
2H), 6.86. (s, IH) 6.66 (d, 
J=7.39 Hz, 2H), 5.00 (s, 2H), 
3.25 (d, J=7.32Hz, IH). 2.89 
(q, J=7.32 Hz, 2H), 2.05-1.95 
(m, IH), 1.42 (t, J= 7.32Hz. 
3H), 1.10-1.00 (m.6H). . 






118 <^C, 
68% 


8.05-7.95 (m, 2H), 7.50-7.40" 
ym, iii.), 7.12 (d, J=8.79Hz, 
2H), 6.81 (s. IH), 6.56 (d, 
J=8.79 Hz, 2H), 4.31 (t, J= 
5.86 Hz, 2H), 3.52 (t, J= 
5.86Hz, 2H), 3.34 (t, 
J=7.33Hz,. IH), 2.80 (q. J= 
7.33Hz, 2H), 1.90- 1.60 (m, 
2H), 1.38 it, J=7.33 Hz. 3H), 
1.03 (t,J= 7.33Hz, 3H). 


47 

1 




52-64 °C. 1 
>5% ( 

J 
I 


3.05-/.95 (m. 2H). 7.50-7.40 
m. 3H). 7.33 (d, J=8.30H2, 
5H), 6.82 (s, IH). 6.58 (d. 
f=8.30Hz, 2H), 4.32 (t. J=5.40 
fc, 2H). 3.53-3.40 (m. 3H). 
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Exam 
N . 


Structure 


Mp, Yield, 
Nature 


'HNMR(CDCi3):6 


48 






z.m (q, J= 7.30iJ2, 2H), 1.84- 
1.51 (m, 3H), 1.36 (t. J=7.30 
Hz, 3H), 0.95-0.80 rm.fiTT) 




o ^^ 
pX/^ ^sXo,h 


65-70 »C, 
55% 


>im./.9t> (m, 2H). 7.50-7.40 
(m, 3H), 7.32 (d, J=8.31Hz, 
2H). 6.81 (s, IH), 6.54 (d, 
J=8.3I Hz, 2H), 4.62 (bs, IH, 
D2O exchangeable), 4.29 (t, 
J=5.86Hz,2H),3.49(t,J=5.86 
Hz. 2H), 3.17 (d, J=9.27Hz, 
IH), 2.79 (q. J=7.32Hz. 2H), • 
2,15- 1.95 (m. IH), 1.37 (t. 
J=7.32 Hz. 3H). 1.16 (d, J= 
6.83Hz, 3H), 1.04 (d, J=6.83 
Hz,3H). 



Example 49 

2-I4-{2-Ethyl-6.oxo-4-phenyl.l,6-dihydropyriiiiidin-l- 
yImethyl(heptyI)carboxamido)pheiiyl sulfanyl}butanolc add. arginine salt 

O 



CO2H H 

To 2-[4-(2-elliyI-6-oxo-4-phenyI-1.6-dihydropyriniidin.l-ylme%l^^^^^ 
carboxamido)pheayl sulfenyl}bu1aiioic acid, (obtained fiom example 42) (130 mg 
0.236 mxnol) in dry methanol (5 mL) was added L-arginine (41 mg, 0.236 mmol) and 
stirred at 30 for 24 h. TT» solvent was evaporated and the residue was triturated 
mth dry ethyl eflier and dried under vacmnn at 50 "C to give the title compound as a 
white amorphous solid (mp : 104-6 »C, yield 90%). 
IR(KBr): v cm"' 3358, 2929, 1667,1584. 
Example 50 

2-I4-(2-EthyI-6^xo-4-phenyl-l,6-dihydropyrimidin.l- 

15 yImethyl(hepJyI)carboxamido)phenyl sulfanyl}.4-methylpentauoic acid, 
arginine salt 
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f © NH 

S CO2 N NH2 



CO2H 

lUe title compound is prepared from 2-[4-(2.ethyM.oxo-t-phenyI.l 6- 
d%dnq,yrmudm-l-ylme%l(heptyl)caxboxaimdo)phen^ 

pentanoic acid, according to the sinular method to that described in Example 48 (mp 
: 120-122 »C; yield 90%) 
IR(KBr): vcm ' 3356,3162, 1664. 
jExample 51 

2-(4-(2-Ethyl-6-oxo-4-phenyH,6-dlhydropyrimidin-l- 
yImethyl(heptyI)carboxamido)phenyl salfanyl}batanoic acid, magnesium salt 



10 r" '^"S - s 'co^ 

To 2.[4<2-ethyl-6K,xo-4-phenyl-l,6Kiihydropyrimidin-l-yImethyl(hepty^^ 
carboxamido)phenyl sulfanyl}butanoic acid (obtained from example 42) (150 mg 
0.284 mmol) in dry meftanol (5 mL) was added magnesium hydroxide (8 28 mg 
0.142 mmol) and refluxed for 24 h. The solvent was evaporated and the residue was' 
15 tntoalsd with dry ethyl ether and dried xmder vacuum at 50 °C to give the title 
compound as a white amorphous solid (mp : 138-142 »C, yield 90%). 
IR(KBr): v cm'' 3421, 2927, 1670,1546. 

The compounds given in Table K were also prepared using a similar mefliod 
described in Example 51. 
20 TABLE IX 



Exam 
No. 


Structure 


Mp,Yield, 
Nature 


IK 


52 




140-144 °C, 
90% 


3441,2920,1671. ~ 
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The compounds of the present invention lower random blood sugar level, 
tnglyceride. total cholesterol, LDL, VDDL and increased HDL. Hus was 
demonstrated by /„ vitro as weU as m vivo animal experiments. 
Demonstration of Efficacy of Componnds: 
A) In vitro i 

a) Determmation of hPPARa activity : 

Ligand binding domain of hPPARa was fused to DNA binding domain of 
Yeast transcription factor GAU in eucaryotic expression vector. Using superfect 
(Qiagen, Germany) as transfecting reagent HEK-293 cells were transfected with this 
plasmid and a reporter plasmid harboring the luciferase gene driven by a GAL4 
specific promoter. Compomid was added at different concentrations after 42 hrs of 
transfection and mcubated overnight Luciferase activity as a ^notion of compound 
bmdmg/activation capacity of PPARa was measured using Packard Luchte kit 
15 (Packard. USA) in Top Count ffvan Sadowski. Brendan Bell. Peter Broag and 
Melvyn Hollis. Gene. 1992. 118 : 137 -141; Superfect Transfection Reagent 
Handbook. February 1997. Qiagen, Germany), 
b) Determmation of hPPARy activity: 

Ligand bindmg domam of hPPARyl was fused to DNA binding domain of 
Yeast transcription fector GAL4 m eucaryotic expression vector. Using 
hpofectamine (Gibco BRL. USA) as transfecting reagent HEK-293 cells were 
transfected with this plasmid and a reporter plasmid harboring the luciferase gene 
dnven by a GAL4 specific promoter. Compomid was added at 1 ^ concentration 
after 48 hrs of transfection and mcubated overnight. Luciferase activity as a function 
of drug bmding^activation capacity of PPARyl was measured using Packard Luclite 
kit (Packard. USA) in Packard Top Comit Ovan Sadowski. Brendan Bell, Peter 
Broag and Melvyn Hollis. Gene. 1992. 118 : 137 -141; Guide to Eukaryotic • 
Transfections with Cationic Lipid Reagents. Life Technologies, GIBCO BRL. USA). 
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* reference standard 

P«termlnation of HMG CoA r.rin...c. «.H^ifinn inijiLL 
Liver microsome bound «ductase was prepared from 2% choleslyramme fed 
mts at mid-dark cycle. Spectrophotometric assays wer. canied out i„ 100 mM 
KHaP04. 4 mM DTT. 0.2 mM NADPH. 0.3 mM HMG CoA and 125 of liver 
acrosomal enzyme. Total reaction mixture volume was kept as 1 ml. Reaction was 
started by addition of HMG CoA. Reaction mixture was incubated at 37 "C for 30 
and decrease in absorbance at 340 nm was recorded. Reaction mixture without 
substrate was used as blank (Goldstein, L L and Brown. U. S. Progress in 
^.derstanding the LDL receptor and HMG CoA reductase, two membrane proteins 
that regulate the plasma cholesterol. J. Lipid Res. 1984, 25: 1450 - 1461) He test 
compounds inhibited the HMG CoA reductase enzyme. 
B) In vivo 

Efficacy in fr enetic models ? 

Mutation in colonies of laboratory animals and different sensitivities to 
dietary regimens have made the development of animal models with non-insulin 
dependent diabetes and hyperhpidemia associated with obesity and insulin resistance 
possible. Genetic models such as db/db and Ob/Ob (Diabetes, (1982) 31(1) 1 6) 
mice and zuck^ fe/fa have been developed by the various laboratories for 
u««le«tanding the pathophysiology of disease and testing fte efficacy of new 
antidiabetic compounds (Diabetes. (1983) 32: 830-838 ; Annu. Rep. Sankyo Res. 
Lab. (1994). 46 : 1-57). The homo2ygous animals, C57 BL/KsJ-db/db mice 
developed by Jackson Laboratory. US, are obese, hyperglycemic, hyperinsulinemic 
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and insulin resistant (J. Clin. Invest. (1990) 85 : 962-967). whereas heterozygous 
are lean and normoglycemic, m db/db model, mouse progressively develops 
msuhnopenia with age, a feature commonly observed in late stages of human type E 
drabetes when blood sugar levels are insufficiently controUed. The state of pancreas 
and Its course vary according to the models. Since this model resembles that of type 
n diabetes meUitus. the compounds of the present invention were tested for blood 
sugar and triglycerides lowering activities. 

Male C57BUKsJ-db/db mice of 8 to 14 weeks age. having body weightrange 
of 35 to 60 grams, bred at Dr. Reddy's Research Foundation (DRF) animal house 
were used in the experiment. The mice were provided with standard feed (Natio J 
Institute of Nutrition (NIN). Hyderabad. India) and acidified water, ad libitum. The 
animals having more than 350 mg / dl blood sugar were used for testing. The 
number of animals in each group was 4. 

Test compounds were suspended on 0.25. o/„ carboxymethyl ceUulose and 
administered to test group at a dose of 0.001 mg to 30 mg / kg through oral gavage 
daily for 6 days. The control group received vehicle (dose 10 ml / kg). On 6th day 
the blood samples were collected one hour after adrhinistration of test compounds / 
vehicle for assessing tiie biological activity. 

The random blood sugar and triglyceride levels were measured by collecting 
blood (100 m) toough orbital sinus, using heparinised capillary in tubes containing 
EDTA which was centrifuged to obtain plasma. The plasma glucose and triglyceride 
levels were measured spectrometrically, by glucose oxidase and glycerol-3-P04 
oxidase/i^eroxidase enzyme (Dr. Reddy's Lab. Diagnostic Division Kits, Hydembad, 
India) methods respectively. 



15 



20 



25 



Hie blood sugar and triglycerides lowering activities of flae test compound 
was calculated according to the formula. 

No adverse effects were observed for any of the mentioned compomids of 
invention in the above test. 
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Compound 


iiose(mg/kg) 


1 Keduction in Blood 
Glucose Level (%) 


iTigiyceride 
Lowolng (%) 


Example 30 


To 


"34 ^ 


"63 


Example 26 


10 


141 




Example 43 


10 


J9 — 


43 



»d w«e „»ed a, 8 „.eb of ag. Zucta- ^ „ ^ ^ 

F»»e a, 10 of ^ ^ „ „^ ^ ^ ^ 

"»mu™ed under ,2 h„„, ,igt, da* cycle a. 25 i I "c. Arista ghen 
« l.tea,o,y chow (NIN, Hydenbad, India, and «ter. (F„j,„^ 
T.. Yoshoka, S.. Yosbiota, T., Ushiyan,a, I and HorilcosH H. CWriza«». „, 
n«v onl andiabcac agem CS^5. SWie, in KK and oWob mice and Zncfcer fttty 
rats. Diabetes. 1 988. 37 : 1549 - 1558). 

The test compounds are to be admimstered at O.llo 30 mgOcg/day dose for 9 
days TT.e control ammals received U,e vehicle (0.25 % caxboxymelhylcenulose. dose 

10 mi/kg) through oral gavage. 

TTie blood is to be collected in fed state 1 hour after drug administration on 0 
and 9 day of treatment. He blood is collected from the retro-orbital smus through 
heparinised capillary in EDTA confining tubes. After centrifogation, plasma sample 
as ^t«d for triglyceride, glucose, free fatty acid, total cholesterol and insulin 
estmiations. Measurement of plasma triglyceride, glucose, total cholesterol will be 
done usmg commercial kits (Dr. Reddy's Laboratory. Diagnostic Division kits 
20 Hyderabad, India). n.e plasma free fatty acid will be measured using a commerciai 
bt form Boehringer Mamiheim, Germany. Ite plasma insulin will be measured 
using a RIA kit (BARC. India). Il.e reduction of various parameters examined are 
calculated according to the formula given below. 

In Ob/Ob mice oral glucose tolerance test is performed after 9 days treatment 
25 Mice are fasted for 5 hrs and chaUenged with 3 gm/kg of glucose oraUy. ll.e blood 
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samples a:. coUected at 0. 15, 30. 60 and 120 min for es.in.tion of plasma glucose 

levels. 



Tlie expemnental results suggest that the compounds of flxe present im^ention 
also possess therapeutic utility as a prophylactic or regular treatment for diabetes 
obesaty, cardiovascular disorders such as hypertendon. hyperl^idaemia and othe^ 
diseases; as it is known from the literature that such diseases are interrelated to each 



other. 



Blood glucose level and triglycerides are also lowered at doses greater than 
10 mg/kg. NormaUy, the quantum of reduction is dose dependent and plateaus at 
10 certain dose. 

Cholesterol lowering activitv in hyp.....^.....,,, ,^^ 
Male Sprague Dawley rats (NIN stock) are bred in DRF animal house 
Ammals are maintained under 12 hour light and dark cycle at 25 ± 1 "c. Rate of 180 
- 200 gram body weight range are' used for the experiment Ammals are made 
15 hypercholesterolemic by feeding I^A cholesterol and 1% sodium cholate mixed with 
standard laboratory chow [National Institute of Nutrition (NIN). Hyderabad. India] 
for 6 days. Throughout the experimental period the animals were mamtained on the 
same diet (Petit. D.. Bonnefis. M. T., Key, C and Infente, R. Effecte of ciprofibrate 
on Irver lipids and lipoprotein synthesis in normo- and hyperHpidemic rats 
20 Aflierosclerosis. 1988. 74:215-225). 

The test compounds are administered orally at a dose 0.1 to 30 mg/kg/day for 
3 days. Control group is treated with vehicle alone (0.25 % Carboxymethylcellulose- 
dose 10 ml/kg). * 

The blood samples are coUected in fed state 1 hour after drug administration 
on 0 and 3 day of compound treatment. The blood was coUected from flie retro- 
orbital sinus through heparinised capiUary in EDTA containing tubes. After 
.cenfciiugation. plasma sample is separated for total cholesterol. HDL and triglyceride 
estimations. Measurement of plasma tiiglyceride, total cholesterol and HDL is done 
using commercial kits (Dr. Reddy's Laboratory. Diagnostic Division. India). LDL 
and VLDL cholesterol is calculated from the data obtained for total cholesterol HDL 
and triglyceride. The reduction of various parameters examined is calculated 
according to the formula given below. 



25 



30 
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c) Plasma triglyceride and total cholesterol lowering actlvify in Swiss 
albino mice and Guinea pigs: 

Male Swiss albino mice (SAM) and male Guinea pigs were obtained from 
NIN and housed in DRF animal house. All these animals were maintained under 
12 hour light and dark cycle at 25.± l^C. Animals were given standard laboratory 
chow (NIN, Hyderabad, India) and water, ad libitum. SAM of 20 - 25 g body weight 
range and Guinea pigs of 500 - 700 g body weight range were used (OHver P 
Plancke, M. O.. Marzin, D.. Clavey. V.. Sauzieres. J and Fruchart. J. C. Effecte of 
fenofibrate. gemfibrozil and nicotinic acid on plasma lipoprotein levels in nom«l 
and hyperUpidemic mice. Atherosclerosis, 1988. 70 : 107-114). 

The test compounds were administered orally to Swiss albino mice at 0 3 to 
30 mg/kg/day dose for 6 days. Control mice were treated with vehicle (0 25«/o 
Caiboxymeftylcellulose; dose 10 ml/kg). The test compounds were administered 
orally to Guinea pigs at 0.3 to 30 mg/kg/day dose for 6 days. Control animals were 
treated with vehicle (0.25% Carboxymethylcellulose; dose 5 ml/kg). 

The blood samples were collected in fed state 1 hour after drug 
administration on 0 and 6 day of treatment. The blood was collected from the retn,- 
orbital sinus through heparinised capillary in EDTA containing tubes. After 
centri&gation, plasma sample was separated for triglyceride and total cholesterol 
(Wieland, O. Methods of Enzymatic analysis. Bergenneyer, H. O.. Ed.. 1963. 211 - 
214: Trinder. P. Ami. Clin. Biochem 1969. 6 : 24 - 27). Measurement of plasma 
tnglyceride, total cholesterol and HDL were done using commercial kits (Dr. 
Reddy's Diagnostic Division, Hyderabad, India). 



Compound 


ruose(mg/kg) 


Iriglyceride L.owering (%) 


Example 44 


3 


36 


Example 43 
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Example 49 
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Formulae for calculation: 

1. Percent reduction in Blood sugar / triglycerides / total cholesterol were 
<^lculated ,^,ding. ^o the 



1- 



TT/OT 



TC/OC 



X 100 



Percent teduction (%) = 

formula: 

OC = 2ero day control group value 
OT = Zero day treated group value 
TC = Test day control group value 
TT = Test day treated group value 

2. LDL and VLDL cholesterol levels were calculated according to the formula : 
LDL cholesterol in mg/dl - [ Total cholesterol - HDL cholesterol - I^i^IZ^f^flj ^g/^j 

VLDL cholesterol in mg/dl = [Total cholesterol - HDL cholesterol - LDL 
cholesterol] mg/dl. 
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A conq)ound of fonnula ([) 
X 



re 

N R" O 



J~-(CH2)„,— W-(CH2)„-Ar-Q (CH2)p-i-i!-YRe (1) 

R= 



Its derivatives, its analogs, its tautomeric fonns, its stereoisomers, its polymorphs its 
5 pharmaceuticaUy acceptable salts, or its pharmaceutipaUy -acceptable solvates,, 
wherein X represents 0 or S; the groups k\ and the group when attached to 
the carbon atom, ar^ the same or different and represent hydrogen, halogen, hydroxy 
mtro, cyano, formyl or substituted or unsubstituted groups, selected from alkyl 
cycloalkyl. alkoxy. cycloalkoxy. axyl, aryloxy, aralkyl. aralkoxy, heterocyclyl' 
10 heteroaryl. heteroaralkyl, heteroaxyloxy. heteroaralkoxy, acyl, acyloxy' 
hydroxyalkyl. amino, acylamino. monoalkylamino, dialkylamino, arylamino' 
aralkylamino. aminoalkyl. alkoxycarbonyl. aiyloxycarbonyl. aralkoxycarbonyl' • 
alkoxyalkyl. aiyloxyalkyl, araDcoxyalkyl. alkylthio, thioalkyl. alkoxycarbonylamino 
aryloxycarbonylamino. aralkoxycarbonylamino, carboxyUc acid or its derivatives, or 
15 sulfonic acid or its derivatives; when attached to nitrogen atom repres«.ts 
hydrogen, hydroxy, formyl or substituted or unsubstituted groups selected from 
alkyl. cycloallcyl. alkoxy. cycloalkoxy. aryl, aralkyl, heterocyclyl, heteroaryl 
heteroaralkyl. hydroxyalkyl. ammo, acylamino, monoalkylamino. dialkylamino' 
arylamino. aralkylamino, aminoalkyl. aryloxy, aralkoxy, heteroaiyloxy' 
20 heteroaralkoxy. alkoxycarbonyl, aryloxycarbonyl, aralkoxycarbonyl. alkoxyalkyl,' 
aryloxyalkyl, aralkoxyalkyl, carboxylic acid or its derivatives, or sulfonic acid or its' 
derivatives; the linking group represented by -(CH2)m-W-(CH2)n- is attached either 
trough nitrogen atom or through carbon atom; W represents O, S, NR^ -C(=0) -O- 
C(=0). C(=0)-0, C(=0)-NR', -0-C(=0)-NR^ NR'-(CH2)nC(=0).' NR'. m\ 
25 C(=0)-0-, NR'-C(=0)-NR^ NR^C(=0). SOa-NR\ NR^-SO,, wher« R' represents 
hydrogen, (C-C.z) alkyl. aryl, or aralkyl group; m and n are integers ranging from 0- 
4; Ar represents substituted or unsubstituted divalent single or fused aromatic or 
heterocyclic group; R^ and R^ are flie same or diferent and represent hydrogen. 
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hydroxy, alkoxy, halogen or substituted or unsubstituted groups selected fiom (C,- 
C,2) alkyl. aralkyl or heteroaralkyl groups; is hydrogen or a substituted or 
unsubstituted group selected from (C,^„) alkyl. cycloalkyl. aryl, aralkyl. 
heterocyclyl. heteroaiyl or heteroaralkyl groups; Y rq,resen1s oxygen or NR». where 
R« represents hydrogen or substituted or unsubstituted groups selected from alkyl. 
aiyl. hydroxyalkyl, aralkyl heterocyclyl, heteroaryl, or heteroaralkyl groups; R« and 
R* together may form a substituted or unsubstituted 5 or 6 membered cyclic structure 
containing carbon atoms, one or two nitrogen atoms and may optionally contain one 
or more heteroatoms selected from oxygen or sulfur. Q represents O. S. SO, SO2 or 
NR' wherein R' represents hydrogen, or substituted or misubstituted group selected 
from (C,-C,2)alkyl, cycloalkyl. aryl, hydroxyalkyl, aralkylheterocyclyl. heteroaryl. or 
heteroaralkyl groups; p is an integer of 0 or 1 . 

2. compound according to claim 1. wherein when the groups represented by 
R . R and the group r' when attached to carbon atom are substituted, the 
substituents are selected from halogen, hydroxy, nitro. flrio or unsubstituted or 
substituted groups selected from alkyl. cycloalkyl. alkoxy. cycloaBcoxy. aryl. aralkyl. 
aryloxy. aralkoxy. alkoxyalkyl. aiyloxyalkyl. aralkoxyalkyl, heterocyclyl. heteroaryl.' 
heteroaralkyl. acyl. acyloxy. hydroxyalkyl. amino, acylamino. aiylamino.' 
aminoalkyl, alkoxycarbonyl, monoalkylamino. dialkylamino. alkylthio groups.' 

20 carboxylic acid or its derivatives or sulfonic acid or its derivatives. 

3. A compound according lo claim 1, wherem Ar represents unsubstituted or 
substituted divalent phenylene, naph%lene. pyridyl, quinolinyl, benzofiiiyl. 
dihydrobenzofuryl, benzopyianyl, dihydrobenzopyranyl. indolyl. indolinyl,' 
azaindolyl, azaindoUnyl, pyrazolyl, benzotiiiazolyl or benzoxazolyl group. 

25 4. A process for the preparation ofcompound of formula (I) 



15 




R' O 



-(CHaL— W-(CH2)n-Ar-Q (CH2)p— C-C-YR« 0) 



r5 



its daivatives. its analogs, its tautomeric forms, its stereoisomers, its polymorphs, its 
phaimaceuticaDy acceptable salts, or its phaimaceutically acceptable solvates, 
wherein X represents O or S; the groups r1. r2 and Ihe group r3 when attached to 
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30 



the carbon atom, are the same or differentand represent hydxogen. halogen, hydroxy 
mtro. cyano. formyl or substituted or unsubstituted groups selected from alkyl' 
cycloalkyl, alkoxy. cycloalkoxy. aryl. aryloxy, arallyl. araDcoxy. heterocyclyi* 
heteroaiyl, heteroaralkyl. heteroaryloxy. heteroaralkoxy. acyl. acyloxy' 
hydroxyalkyl. amino, acylamino. monoalkylamino. dialkylamino. arylamino' 
axalkylamino, aminoalkyl. alkoxycarbonyl, aryloxycarbonyl. aralkoxycarbonyl' 
alkoxyalkyl, aryloxyaDcyl, aralkoxyalkyl. alkylthio. thioalkyl. aDcoxyoarbonylamino' 
aryloxycarbonylamino, aralkoxycarbonylamino. caiboxylic acid or its derivatives, or 
sulfonic acid or its derivatives; when attached to nitrogen atom represents 
hydrogen, hydroxy, fonnyl or substituted or unsubstituted greups selected fiom 
alkyl, cycloalkyl. alkoxy. cycloalkoxy. aryl. aralkyl. helerocyclyl, heleroaryl 
heteroaralkyl. hydroxyalkyl, amino, acylammo, monoalkylamino. dialkylamino' 
arylamino. axalkylamino. ammoalkyl. aryloxy. axalkoxy. heteroaryloxy' 
heteroaralkoxy, alkoxycarbonyl, aryloxycarbonyl. aralkoxycarbonyl. alkoxyalkyl 
aryloxyalkyl, aralkoxyalkyl. carboxylic acid or its derivatives, or sulfonic acid or its' 
denvatives; the linking group represented by -(CH^.W.(CH^- is attached either 
through nitrogen atom or through carbon atom; W represents O. S, NR', ^(=0) O- 
C(=0). C(=0)-0, C(=0)-NR^ ^-C(=0>NR'. NR'-(CH2)„C(=0> NR'. NR'- 
C(=0)-0„ NR'-C(=O^NR'. NR^.C(=0). SO,-NR^ NR'-SO,. where R' represents 
hydrogen, (C-C.^) alkyl. aryl. aralkyl group; m and n are integers rangmg from 0-4- 
Ar represents substituted or unsubstituted divalent single or fiised aromatic o^ 
heterocyclic group; R^ and R^ are the same or different and represent hydrogen, 
hydroxy, alkoxy. halogen or substituted or unsubstituted groups selected from (C, -' 
C,2) alkyl. aralkyl or heteroaralkyl groups; is hydrogen or a substituted or 
unsubstituted group selected from (C,-Cu) alkyl, cycloalkyl. aryl. aralkyl. 
heterocyclyl. heteroaryl or heteroaralkyl groups; Y represents oxygen or NR», where 
represents hydrogen or substituted or misubstituted group selected fiom alkyl, 
aiyl, hydroxyalkyl, aralkyl heterocyclyl, heteroaryl. or heteroaralkyl groups; R« and 
R« together may form a substituted or unsubstituted 5 or 6 membered cycUc structure 
containing carbon atoms, one or two nitrogen atoms and may optionally contam one 
or more heteroatoms selected from oxygen, or sulfur, Q represents O, S, SO, SO2 or 
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NR' wherein R' represente hydrogen, substituted or unsubstituted groups selected 
from (C,-C,2)alkyl, cycloalkyl, aiyl, hydroxyaUcyl. aiaDcyl heterocyciyl. lieteroaiyl, 
or heteroaralkyl; and p is an integer of 0 or 1, which comprises, 
(a) reacting tiie compound of formula Qlla) 




(lila) 

where A and R", R^ R^ and X are as defined above with a compound of formula 
(nib) 

R* O 

L— (CH2)„,— W-(CH2)„-Ar-Q (CH2)p— C-C-YR^ (""b) 

where L' is a leaving group and all other symbols are as defined in claim 1 or 
10 (b) reacting a compound of formula (nic) 

l^^j-(C^^2)m~W-(CH2)n-L2 (|||c) 

where represents a halogen atom, W represents C=0 and all other symbols are as 
defined above wilh a con^und of formula (Hid) 



I 11 



Ar-Q (CH2)pH:-C~YR^ 

1 5 where all symbols are as defined above or 
(c) reacting a compound of formula (Hie) 



(Hid) 



R'* O 



Ll-(CH2)p-i-li-YR^ (Hie) 

where L' is a leaving group and all otha- symbols are as defined above wilh a 
compound of formula (mf ) 



wo 02/081454 



PCT/m02/01104 



76 




X 



where all symbols are as defined above or 

(d) reacting the compound of formula (Illg) 




5 



where is a leaving group or represents COOH, or COCl, with compound of 



formula (mh) 



WH-(CH2)n-Ar-Q (CH2)p-C-C-YR« Om 

r5 

where W. represents NR' and all symbols are as defined above to produce 
compound of formula (I) where W represents NR^ and all other symbols are 
10 defined above. 

5. A conq)ound according to claim 1 which is selected from: 

(±) Ethyl 2-[4-(2-ethyl-6-oxo-4-phenyl-l,6-dihydropyTimidin-l- 
yhnethyl(heptyl) carboxamido)phenyl sulfanyl]-3-methyl butanoate ; 

(+) Ethyl 2-[4-(2-ethyl-6-oxo-4-pheriyl-l,6-dihydropyrimidin-l- 
15 yhnethyl(heptyl) caiboxamido)phenyl sulfanyl]-3-methyl butanoate ; 

(-) Ethyl 2-[4-(2-e1hyl-6-oxo-4-phenyI-l,6-dihydropyrimidin-l- 
yhnefliyl(heptyl) caiboxamido)phenyl sulfanyl]-3-methyl butanoate ; 

(±) Ethyl 2-{4-[2-{2-ethyl-6-oxo-4-phenyl-l,6-dihydropyrimidin-l- 
yl)elhyl(heptyl) carbamoyl]phenoxy}-2-methyl propanoate; 

20 (+) Ethyl 2-{4-[2-(2-ethyl-6-oxo-4-phenyl-I,6-dihydropyrimidin-l- 

yl)e1hyl(heptyl) carbamoyl]phenoxy}-2-melhyl propanoatej 

(-) Ethyl2-{4-[2-(2-ethyl-6-oxo-4-phenyl-l,6-dihydropyrimidin-l- 
yl)ethyl (hq)tyl)caibamoyl]phenoxy}-2-methyl propanoate; 



25 



(+) Ethyl 2-{4-[2-(2-ethyI-6-oxo-4-phenyl-l,6-dihydropyrimidin-l-yl) 
ethylcarbamoyljphenoxy} -2-melhyl propanoate; 
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(+) Ethyl 244-[2-(2-e%l-6-oxo^phenyl.l,(Miaydiopyrimidiii.l.yl) 
ethylcaibamoyl]phenoxy}.2-methylpropanoate; 

(-) E%1 2-{4-[2-(2-e%l-6-oxo^pheiiyl.l.6^ydiDpyriniidm-l-yl) 
e%lcaTbamoyl]phenoxy}-2-methylpropanoate; 

(±) Ethyl 2-[4-(2-ethyW-oxo-4-pheivl-1.6HMhydropyrmndm-l. 
yhnethylcarboxamido)phenoxy}-2-methyl propanoate; 

(+) Ethyl 2-[4-(2-ethyl-6-oxo^pheiiyl.l,6^ydropyriniidm-l- 
yImethylcarboxamido)phenoxy}-2-methyl propanoate; 

(-) Ethyl 2-[4-(2-ethyl-6-oxo-4-phenyl-1.6-dihydropythmdin-l- 
ylmethylcarboxainido)phenoxy}-2-methyl propanoate; 

(±) Ethyl 2-[4-(2-Ethyl-6-oxo-4-phenyl.l,6-dihydropyrimidm-l- 
ylmethyl(heptyl) carboxamido)phenoxy]-2-methyl propanoate; 

(+) Ethyl 2-[4-(2-Ethyl-6-oxo-4-phenyl-l,6-daiydropyrimidm-l- 
yhnethyl(heptyl) carboxamido)phenoxy]-2-methyI propanoate; 

(-) Ethyl 2-[4-(2-Ethyl-6-oxo-4-phenyl-l,6-dihydropyrimidin-l- 
yhnethyl(heptyl) carboxainido)phenoxy]-2-methyl propanoate; 

(±) Ethyl 2-(4-(2-ethyl-6-oxo-4-phenyl-l,6-dihydropyrimidin-l. 
yhnethyl(heptyl) carboxamido)phenyl suIfanyl]-2-methyl propanoate; 

(+) Ethyl 2-[4-(2-ethyI-6-oxo-4-phenyl-l,6-dihydropyrimidin-l. 
yhnethyl(heptyl) carboxamido)phenyl sulfanyl].2-me1hyl propanoate; 

(-) Ethyl 2-[4-(2-ethyl-6-oxo-4-phenyl-l,6-dihydropyriimdm-l. 
yhnethylQieptyl) caiboxamido)phenyl sulfanyl]-2-me%l propanoate; 

(+) E%1 2-[4-(2-ethyl-6-oxo-4-phenyl-l,6-dihydropyrimidmrl- 
yhnethyl(heptyl) carboxamido) phenoxy]-2-me1hyl butanoate; " 

(+) Ethyl 2-[4-(2-ethyl-6-oxo^phenyl-l,6-dihydropyiiniidin-l- 
yhnethyl(hq)tyl) carboxamido) phenoxy]-2-me1hyl butanoate; 

(-) Ethyl 2-[4-(2-ethyl-6-oxo-4-phenyl-l,6-dihydiopyrimidm.l- 
yhnethylQieptyl) carboxamido) phenoxy]-2-methyl butanoate; 

{+) Ethyl 2-[4-(2.e%l-6-oxo-4-phenyl-l,6-dihydropyrimidm-l- 
yhnethyl(heptyl) carboxamido)phenyl sulfanyl]penlanoate; 

(+) Ethyl 2-[4-(2-ethyl^xo^phenyl-1.6-dihydropyriniidin-l- 
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ylmethyl(heptyl) caiboxanudo)phenyl sulfenyl]pentanoate; 

(-) Ethyl 2-[4-(2-etiiyl-6K)xo-4-pheiiyl-l,6^dn)pyriimdm-l- 
ylmethyl(heptyl) caiboxamido)pheiiyl sulfanyljpentanoate ; 

(±) Ethyl 2-[4K2-e%l-6-oxo-4-phenyl-1.6Kiaydropyrimidin-l- 
5 ylme%lcarboxamido)phenoxy]octanoate; 

(+) Ethyl 2-[4-(2-eftyl-6-oxo-4-phenyl-l,6-dihydr6pyriinidm-l- 
ybnethylcaiboxamido)phenoxy]octanoate; 

(-) Ethyl 2-[4-(2-ethyI-6^)xo-4-phenyl-l,6-dihydiopyrimidin-l- 
yhnefliylcarboxamido)phenoxy]octanoate; 

(±) Ethyl 2.[4-(2-ethyl-6-oxo-4-phenyl-1.6-daydtopyrimidin-l- 
yhnethyl(hq)tyl) carboxamido)phenyl sulfenyl]butanoate; 

(+) E%12-[4-(2-ethyl:6-oxo-4-phenyl-l,6-dihydropyriinidm-l- 
ylmethyl(heptyl) caiboxamido)phenyl suljEanyl]bulanoate; 

(-) Ethyl 2-[4-(2-e%l-6-oxo^-phenyl-l,6Hlihydiopyiinridih-I. 
1 5 yhnethyl(heptyl) carboxamido)phenyl sulfenyl]butanoate; 

(±) Ethyl 2-[4-(2-Ethyl-6-oxo-4-phenyl-1.6-dihydropyrimidm-l- 
ylmethyl(heptyl) carboxamido)phenyI sulfanyl}-4-niethyl pentanoale; 

(+) Ethyl 244-(2-E%l-6-oxo-4-phenyl-l,6Hiihydropyriinidm-l- 
yhnethyl(heptyl) carboxaniido)phenyl sulfanyl}-4-mefliyl pentanoate; 

(-) Ethyl 2-[4-(2-Ethyl-6Hjxo-4-phenyl-l,6-dihydn)pyriinidm-l- 
yhnethyl(heptyl) carboxamido)phenyl suIfenyl}-4-mefliyl pentanoate; 

(±) Ethyl 2-[4-(2-elhyl-6-oxo-4-phenyl-l,6-dihydn)pyriinidm-l. 
yhnethyl(hepfyl) carboxaniido)phenoxy}praitanoate; 

(+) Ethyl 2-[4-(2-ethyl-6-oxo-4^henyl-l,6-dihydn)pyrimidm-l- 
25 yhnethyl(hq)tyl) carboxamido)phenoxy}paitanoate; 

(-) Ethyl 2-[4-(2-ethyl-6-oxo-4-phenyl-l,6-dihydiopyriinidin-l- 
yhnethyl(heptyl) carboxamido)phenoxy}pentanoatB; 

(±) Ethyl 2-[4<2-^ijQrl-6-oxo-4-phenyl-l,6-dihydr()pyrinudm-l- 
yhnethylcarboxamido)phenyl siil&iyl}-3-methyl butanoate; 

(+) Ethyl 2-[4<2-<%W-oxo-4-phenyl-l,6-d%dropyrimidin-l- 
yhnefliylcarboxaimdo)phenyl sulfenyl}-3..mefliyl butanoate; 
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(-) Ethyl 2-[4-<2^1-6^xo^.phenyl-l,6^iihydropyriinidm-l- 
ylmefliyIcarboxamido)pheiiyl sul&nyl}.3-mefliyl butanoate; 

(±) E%1 2-{4-[2-(2-«%l-6.<)xo^phenyl-l,6Hmiydiopyriiiridiii-l^ 
yl)ethoxyJ phenojQr}-2-meaiyl propanoate; 

5 (+)E%12-{4-[2K2^1-6-oxo^-phenyl-1.6^diopyrimidm-l. 
yl)elho3qr] phenoxy}-2-me%l propanoate; 

(-) Ethyl 2-{4.[2K2^thyl.6^xo^phenyI-1.6-dihydropyrimidm-l. 
yl)eftoxy] phenoxy}-2-me1hyl pn^anoate; 

(±) Ethyl 2-{4.[2-(2-e%l-6-oxo^.phenyl-1.6^ydropymmdin-l- 
10 yl)ethoxy] phenoxy}-2-me1hyl butanoate; 

(+) Ethyl 2-{4-[2-(2-ethyl-6-oxo^.phenyl-l,6^ydiopyiiniidin-l- 
yl)ethoxy] phenoxy}-2-mefliyl butanoate; 

(-) Ethyl 2-{4-i2-(2-ethyl-6-oxo^phenyl-1.6Hiihydiopyriimdin-l- 
yl)eaoxy] phenoxy}-2-methyI butanoate; 

15 WE%12-{4-[2.(2.ethyl-6^xo-4.phenyl.l,6^dnq)yrimidin.l- 
yI)eflioxy] phenoxy}pentanoate; 

(+) E%1 2-{4-[2-(2-ethyl-6-oxo^phenyl-l,6-dihydropyriimdm-l- 
yl)elhoxy] phenoxy}pentanoate; 

(-) Ethyl 2-{4-[2-{2-e&yl-6-oxo-4-phenyl.l,6-<Jihydn)pyranidm-l- 
20 yI)eflioxy] phenoxy}pentanoate; 

(±) Ethyl 2-{4-[2-(2-ethyl-6-oxo^-phenyl-l,6-dihydiopyriiradin-l- 
yl)elhyl amino] phenylsulfenyl}-3-melhyl butanoate; 

(+) Elhyl 2-{4-[2<2-efliyl-6-oxo^.phenyl-l,6-dihydiopyriinidm-l- 
yl)ethyl amino] phenylsulfenyl}-3-methyl butanoate; 

(-)E*yl2-{4-[2-(2-ethyl-6-oxo^phenyl-1.6-dihydropyrimidm-l- 
yl)ethyl amino] phenylsulfinyl}-3-methyl butanoate; 

(±) Ethyl 2-{4-[2-(2-e%l-6-oxo^-phenyl-l,6-dihydiopyrimidin-l- 
yl)efliylamino] phenyl sulfenyl}bulanoate; 

(+) Ethyl 2-{4-[2-(2-ethyl-6-oxo-4-phenyl-l,6-dihydropyriniidin-l- 
30 yl)ethylamino] phenyl sulfenyl}bu1anoate; 

(-) Ethyl 2-{4-[2-(2-ethyl-6-oxo-4.phenyl-l,6-dihydiq>yriniidin-l. 
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yOethylamino] phenyl sulfeityl}bulanoate; 

(±) Ethyl 2-{4-[2-(i2-e%l-6-oxo-4-phenyl-l,6wKhydropyriim 
yl)eflio;Qr]phenyl su]fanyl}butanoate; 

(+) Efliyl 2-{4-[2-(2-ethyl-6-oxo-4-phenyl-l,6-daydropyrimidin-l- 
5 yl)e<ho7gf']phenyl suI&nyl}butanoatB; 

(-) Ethyl 2-{4-[2<2-^thyl-6K)xo-4-phenyl-l,6Kiihydropyrimidm-I- 
yl)e1faoxy^henyl sul&iiyl}butEmoate; 

(±) Ethyl 2-{442-(2-ethyl-6K>x<)-4-phenyl-1.6-diTiydropyriinidin-l- 
yl)ethylammo] phenyl sulfenyl}-4-mefliyl pentanoate; 

(+) Ethyl 2-{4-[2-(2-e1hyl-6K)xo^-phenyl-l,6-dihydropyrimidin-l- 
yOeftylamino] phenyl sulfenyl}-4-meflQ'I p&Omoate; 

(-) Ethyl 2-{4-[2-<2.^thyl-6H>xo-4-phenyl-l,6slihydropyriimdm-l- 
yl)elhylaniino] phenyl sulfenyl}-4-me1hyi pentanoate; 

(±) Efliyl 2-{4-[2-(2-ethyl-6-oxo-4-phenyl-l,6-dihydropyrimidm-l- 
15 yl)ethylsulfenyl]phenoxy}acetate; 

(+) Efliyl 2-{4-[2-(2-ethyl-6-oxo-4-phenyl-l,6-daydropyrimidm-l. 
yl)efliylsiil&nyl] phenoxy}acetate; 

(-) Ethyl 2-{4-[2<2.*lhyW-oxo-4-phenyl-l,6-dihydR)pyrimidin-l- 
yOefliylsulfanyl] phenoxy}acetate; 

20 (±) Ethyl 2-{4<2-(2-efliyl-6-^xo-4-phenyl-1.6-4ihydK)pyrimidm-l- 

yl)ethoxy] ani]ino}piopanoate; 

(+) Ethyl 2-{4-[2-(2-efliyl.6-oxo-4-phenyl-l,6-dihydiopyriniidin-l- 
yl)ethoxy] anilino}pFopanoate; 

(-) Ethyl 2-{4-[2-(2-ethyl-6-oxo-4-phenyl-l,6-dihydropyrimidm-l- 
25 yl)ethoxy] anilino}pFopanoate; 

(±) Efliyl 2-{4-[2-<2-efliyI-^K)xo-4-phenyl-l,6-<i%dropyrimidm-l- 
yl)ethoxy] anilino}-2-mefliylpiopanoate; 

(+) Efliyl 2-{4-[2K2-efliyl^xo-4-phenyl-l,6-dihydropyriniidin-l.- 
yl)ethoxy] anilino}-2-niefl]yl piopanoate; 

30 (-) Efliyl 2-{4-[2-(2-efliyl-6-oxo-4-phenyl-l,6-dihydTopyriinidm-l- 

yl)ethoxy] ai]ilmo}-2-mefliyl piopanoate; 
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(±) Bhyl 2-{4-[2-(2-e%l^xo-4-phenyI-l,6^ydiDp)aimidin-l. 
yl)eflioxy] aiiilmo}p6ntaiioatB; 

(+) Ethyl 2-{4-[2-(2-ethyl-6s)xo-4-pheiiyl-l,6-dihydropyrimidm-l- 
yl)eflioxy] anilmo}pentano8te; 

^ (-) Etbyl 2-{4-[2<2-etfayl-^x<>-4-phenyl-l,6-dihydropyriimdm-l- 

yl)eflioxy] amIino}pentanoate; 

(+) Ethyl 2-{4-[2-(2-e%l-6-oxo-4-phenyl-1.6-dihydropyrimidin-l. 
yl)ethoxy] Qieptyl) aiiiljno}piopanoate; 

(+) Elhyl 2-{4-[2-(2-e%l-6-oxo-4-phenyl-1.6HiiTiydiopyrhnidm-l- 
10 yl)eflioxy] (heptyl) anilino}propanoate; 

(-)E%12-{4<2-(2-^fliyl-6K)xo-4-pheByl4,6-dmydropyrimidm-l. • 
yl)eflioxy](heptyI) anilinojpropanoate; 

(±) 2-[4-(2-E%l-^oxo-4-phenyl-l,6-dihydropyrmiidin-l- 
yhnethyl(heptyl) caihoxaimdo)phenyl sulfanyl]-3-me1hyl bulanoic acid or its salts; 

(+) 2-[4-(2-Efliyl-6-oxo-4-pheityI-l,6-diltydropyriimdin-l- 
ylme%l(heplyl).catboxamido)phenyl su]fanyl]-3-methyl butanoic acid or its salts; 

(-)2-[4-(2-Ethyl-6-oxo-4-phenyl-l,6-dihydropyrimidin-l- 
yhnethyl(heptyl) caAoxainido)phenyl sulfanyl]-3-methyl butanoic acid or its salts; 

(±)2-{4-[2-(2-E%l-6-oxo-4i)henyl-l,6-dihydropyrimidin-l- 
20 yl)ethylcarbamoyl] phenoxy}-2-melhyl propanoic acid.or its salts; 

(+) 2-{4-[2-(2-Elhyl-6-oxo-4-phenyl-l,6-dihydropyrimidin-l- 
yl)ethylcarbamoyl] phenoxy}-2-methyl propanoic acid or its salts; 

(-)2-{4-[2-(2-E%l-6-oxo-4-phenyl-l,6-dihydropyrinridin-l- 
yl)ethylcaibanioyl] phenoxy}-2-niefliyl propanoic acid or its salts; 

25 (±) 2-{4-[2-(2-EtliyMH)xo^-phenyl-l,6-dihydrDpyrimidin- 

lyl)ethyI(heptyI)caibamoyl] pheaioxy}-2-mefliyl propanoic acid or its salts; 

(+) 2-{4-[2-(2-Elhyl.6-oxo-4-phenyl.l,6-dihydropyiimidin- 
lyl)ethyl(heptyl)caibamoyl] phenoxy}-2-methyl propanoic add or its salts; 

(-) 2-{4-[2-(2-Ettiyl-6-oxo-4-phenyl-l,6-dihydropyrinudin- 
30 lyl)ethyl(heptyl)carbamoyl] phenoxy}-2-melhyl propanoic acid or its salts; 
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(±)2-[4-(2-E%l-6-oxo-4-phenyl.l.6-dihydropyrimidin-l- 
ylmethylcaiboxamido) phenoxy]-2-mettiyl propanoic acid or its salts; 

(+)2-[4-{2-Ethyl-6-oxo4-phenyl-1.6-dihydiopyriiiiidin-l- 
ylmethylcarboxamido) phenoxy]-2-melhyl propanoic acid or its salts; 

(-)2-[4-(2-Ediyl-6-oxo-4-phenyl-1.6^dropyrimidin-l- 
ylmethylcarboxamido) phenoxy]-2-melhyl propanoic acid or its salts; 

(±) 2-[4-(2-Ethyl-6-oxo^-pheiiyI-l,6-dihydtopyrimidin-l- 
ylmethyl(heptyl)carboxanrido)phenoxy]-2-melhyl propanoic acid or its salts; 

(+) 2-[4-(2-Ethyl-6-oxo^-phenyl-l,6Mlihydiopyriniidin-l- 
ylmethyl(heptyl)carboxamido)phenoxy].2-meaiyl propanoic acid or its salts; 

(-) 2-[4-(2-Ethyl-6^xo-4-phenyl.l,6-dihydrDpyrimidin-l- 
ylinethyl(heptyl)carboxamido)phenoxy]-2-niefliyl propanoic acid or its salts; 

(+)2-{4-[2-(2-Ethyl-6:oxo^plienyl-l,6-diliydropyrimidin-l- 
yl)eflioxy]phenoxy}-2-methyl propanoic acid or its salts; 

(+)2-{4-[2-(2-Elhyl-6-oxo-4-plienyl-l,6-diliydropyrimidin-l- 
yl)ethoxy]phenoxy}-2-methyl propanoic acid or its salts; 

(-)2-{4-[2-(2-Ethyl-6-oxo^-phenyl-l,6-diliydropyrimidin-l- 
yl)ethoxy]plienoxy}-2-methyl propanoic acid or its salts; 

(+) 2-{4-[2-(2-Ee%l-6-oxo-4-phenyl-l,6-dihydropyrimidin-l- 
yI)eflioxy] phenoxy}pentanoic add or its salts; 

(+) 2-{4-[2-(2-EetJiyl-6-oxo-4-phenyl.l.6-dihydropyrimidin-l- 
yl)ethoxy] phenoxy}pentanoic acid or its salts; 

(-) 2-{4-[2-(2-Eethyl-6-oxo-4-phenyl-1.6-dihydropyrimidin-l- 
yl)eflioxy]phe!noxy}pentanoic acid or its salts; 

(±)2-{4-[2-(2-Ethyl-6-oxo-4-phenyl-l,6^Iiliydropyriniidin-l- 
yl)ethoxyJpIienoxy}-2-methyl butanoic acid or its salts; 

(+)2-{4-[2-(2-Ethyl-6-oxo-4-plienyl-l,6-dihydropyriinidin-l- 
yl)ethoxy]phenoxy}-2-methyl butanoic acid or its salts; 

(-) 2-{4-[2-(2-E%l-6-oxo-4-phenyl-l,6-diliydropyriimdin-l- 
yl)e1hoxy]phenoxy}-2-methyl butanoic acid or its salts; 
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(±) 2-[4-(2-E%l-6K)X()^phei^l-l,6KiihydrDpyrimidk-l- 
ylmethyl(hep,yl) caAoxanudo)phenylsuIfenyI]-2-m^^^ 

(+) 2-[4-(2-E<hyl-6-oxo^phenyl-l,6^i%dropyriniidm-l- 
• ylmethyl(heptyl)carboxamido)phenyl sulfenyl].2.mea^^ 

^ . (-) 2-[4-(2-E%l-6-oxo^phenyl-l,6^iihydn)pyriimdm-l- 

ylmethyl(hep(yl) carboxamido)phenyl s«lfenyl]-2-methyl propanoic acid or its salts; 

(±) 2-{4-[2-(2-Ethyl-6H,xo-4-phenyl-l>dihydiopyramdin-l 
yI)eflioxy]atiilino} propanoic acid or its salts; 

(+) 2-{4-[2-(2-Ethyl-6-oxo-4-phenyl-l,6^ydropyrimidiii.l- 
1.0 yOeflioxyJanilino} propanoic acid or ite salts; 

(-) 2-{4-[2-(2-Ethyl.6^xo^phenyl.l.6-dihydropynmidin-l- 
yl)etfaoxy]anilino} propanoic acid or its salts; 

(±) 2-[4-(2-EthyKk)xo-4-phenyl-l,6-dihydropyriniidin-l- 
ylniethyl(heptyl) carboxanudo)phenoxy]-2-nielhyl butanoic acid or its salts; 

(+) 2-f4-(2-Efiiyl.6-oxo^phenyl-l,6-dihydropyriniidin-l- 
yhnethylOieptyl) carboxamido)phenoxy].2-methyl butanoic acid or its salts; 

(-) 2-[4-(2-Ethyl-6-oxo-4-phenyl-l,6-dihydropyrimidin-l. 
ylmethyl(heptyl) carboxamido)phenoxy]-2-methyI butanoic acid or its sahs; 

(±) 2-[4-(2-Eliiyl-6-oxo-4-phenyl.l,6KJihydropyrimidin-l- 
ylme%l(heplyl) carboxamido)phenoxy]methyl pentanoic acid or its salts; 

(+) 2-[4-(2-Etiiyl-6-oxo-4-plienyl-l,6-dihydropyrimidin-l- 
ylmethyl(heptyl) carboxamido)phenoxy]mefliyI pentanoic acid or its salts; 

(-) 2-[4-(2-Ethyl-6^xo^-pJienyl-l,6-dihydn»pyriinidin-l- 
ylmethylOieptyl) carboxamido)phenoxy]meliiyl pentanoic acid or its salts; 

(±) 2-{4-[2-(2-Ethyl-6-oxo^phenyl-l,6-dihydn>pyrimidin-l- 
yl)ethoxy]anilino}-2-me1hyl propanoic acid or its salts; 

(+) 2-{4-[2-(2-Elhyl-6-oxo-4-phenyl-l,6-dihydiopyiiniidin-l. 
yl)etboxy]anilino}-2-me1hyl propanoic acid or its salts; 

(-) 2-{4-[2-(2-Ethyl^oxo-4-phenyl.l,6-dihydropyriniidin-l- 
yl)ethoxy]anilino}-2-me1byl propanoic acid or its salts; 



20 



25 



wo 02/081454 



PCT/IB02/01104 



10 



84 

(±) 2-{4-[2-{2-EdiyM-oxo^pheiiyl-1.6^dropyriimdm^ 
yl)e1hoxy]aiiilmo} pentanoic acid or its salts; 

(+) 2-{4-[2-(2-Elhyl-6^xo-»-phenyl-1.6^dropyriimdin-l- 
yl)etho3qr]aniliiio} pentanoic acid or its salts; 

(-) 2-{4-[2K2.ElhyI-6^xo-4-phenyl-1.6-dihydiopyriimdin-l.. 
yl)etfaoxy]anilino} pentanoic acid or its salts; 

(±) 2.[4-(2.Ethyl.6-oxo^phenyl.l.6-ailiydropyrimidin-l. 
ylmethyl(heptyl) carboxanudo)phenyl sulfenyljpentanoic acid or its salts; 

(+) 2-[4-(2-E%l-6-oxo4-phenyl-l,6^iiliydrDpyrimidin-l- 
ylmethyl(heptyl) carboxamido)phenyl sulfenyljpentanoicacid or its salts; 

(-) 2-[4-(2-Elhyl.6-oxo^phenyI.l,6-dihydropyrimidin-l- 
ylmethyl(heptyl) carboxanndo)phenyl sulfenyljpentanoic acid or its salts; 

(±) 2-{4-[2-(2-Ethyl-6-oxo^phenyl-l,6-dihydropyriimdin-l. 
yl)ethylsulfanyl] phenoxy} acetic acid or its salts; 

^""^ 2-{4-[2<2-Efliyl-6^xo^phenyI.l,6-dihydropyiimidin-l- 
yl)ethylsulfenyl] phenoxy} acetic acid or its salts; 

(-) 2-{4-[2-(2-Ethyl-6-oxo-4-phenyl.l,6-dihydropyriniidin:i. 
yl)ethylsulfenyl] phenoxy} acetic acid or its-salts; 

(±) 2-[4-(2-Ethyl-6-oxo-4-phenyH,6-dihydropyriniidin-l- 
ylmethyl(heptyl) carboxamido)phenyl sutfanyljpropanoic acid or its salts; 

(+) 2-[4-(2-Ethyl-6-oxo-4-phenyH,6-dihydropyrimidin-l- 
ylmethyl(heplyl) caiboxamido)phenyl sul6nyl]propanoic acid or its salts; 

(-) 2-[4-(2-Ethyl.6-oxo-4-phenyl.l,6-dihydropyrimidin.l- 
yhnethyl(heptyl) carboxaniido)phenyl sulfanyljpropanoic acid or its salts; 

2-[4-(2.ElJiyl-6-oxo^-phenyl-l,6-dihydropytimidin-l- 
yhnethyl(heptyl) carboxamido)phenyl sulfenylH-methyl pentanoic acid or its salts; 

(+) 2-[4-(2-Elhyl-6-oxo^-phenyl-l,6-dihydropyrimidin-l- 
ylmelhyl(heptyl) carboxamido)phenyl sulfenyl]^-nielhyl pentanoic acid or its salts; 

(-) 2-[4-(2-Ethyl-6-oxo-4-phenyl-l,6-dihydiopyrimidin-l- 
yhnethyl(heptyl) carboxaniido)phenyl sulfinyl]-4-methyl pentanoic acid or its salts; 
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(±) 2.{4-[2-(2-E%l-6^)xo-4-phenyl4.6-dihydiopyrnmdm-l- 
yl)ethoxy] plieiiylsulfenyl}-2-mefliyl butanoic add or its salts; 

(+) 2-{4-[2-(2-ElhyW-oxo-4-phenyl-l,6-d%<topyTiimdm-^ 
yl)e1hoxyJ phenylsulfenyl}.2-mefliyl butanoic acid or its salts; 

(-) 2-{4-[2-(2-Elhyl-6-oxo-4-phenyl-l,6-dihydn)pyriniidin-l- 
yl)etiioxy] plienylsulfenyl}-2-melhyl butanoic acid or its salts; 

(±) 2-[4-(2.Ethyl-6-oxo-4-plienyH.6-dihydropyriniidin-l- 
ylmethylcarboxamido) phenyl sul&nyl]-3-methyl butanoic acid or its salts; 

(+) 2-[4-(2-EtiQrl-6-oxo-4-phenyl-l,6-dihydropyrinudin-l- 
ylmethylcarboxamido) phenyl sulfenylJ-S-methyl butanoic acid or its salts; 

(-) 2-[4-(2-Elhyl-6-oxo-4-phenyl-l,6-dihydn^yriniidin-l- 
ylmeftylcarboxaniido) phenyl sul&nyl]-3-meftyl butanoic acid or its salts; 

(±) 2-{4-[2-(2-Ethyl-6-oxo-4-phenyl-l,6-dihydropyriniidin-l- 
yl)efhylamino]phenyl sul6nyl}butanoic acid or its salts; 

(+) ?-{4-[2-(2-Elhyl-6-oxo-4-phenyl-l,6-dihydropyriniidin-l- 
yl)e%lamino]phenyl sulfanyl}butanoic acid or its salts; 

(-) 2-{4-[2-(2-E%l-6-oxo-4-phenyl-l,6-dihydropyriniidin-l- 
yl)elhylamino]phenyl sulfenyl}butanoic acid or its salts; 

(±) 2-{4-[2-(2-Ethyl-6-oxo-4-phenyl-l,6-dihydiopyriniidin-l- 
yl)elhylamino] phenylsulfanyl}^methyl pentanoic acid or its salts; 

(+) 2-{4-[2-(2-Ethyl-6-oxo-4-phenyl-1.6-dihydropyrinudin-l- 
yOelhylamino] phenylsulfenyl}-4-methyl pentanoic acid or its salts; 

(-) 2-{4-[2-(2-Ethyl-6-oxo-4-phenyl-l ,6-dihydropyrimidin.l- 

yl)ethylamino] phenylsulfenyl}-4-mefliyl pentanoic acid or its salts; 

(±)2-{4-[2-(2-Efliyl-6-oxo-4-phenyl-l,6-dihydropyrimidin-l- 

yl)efliylamino] phenylsul&nyl}-3-methyl butanoic acid or its salts; 

(+) 2-{4-[2-(2-E%l-6-oxo-4-phKiyl-l,6-dihydropyrimidin-l- 
yl)e1hylamino] phenylsulfenyl}-3.me1hyl butanoic acid or its salts; or 

(-) 2-{4-[2-(2-Ethyl-6-oxo-4-phenyl-l,6-dihydropyriniidin-l- 
30 yl)elhylamino] phenylsulfenyl}-3-melhxl butanoic acid or its salts. 
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6. A compound according to claim 1 or 5 vi*ich is selected ftom: 
Li. Na, K, Ca. Mg. Fe. Cu.Zn.Mn; NJ^J'-diacetylefliylenediamine. betaine. cafieine, 
2-diethylaminoethanol, 2-dimethylaminoetiianol. N^Aylmoipholine. n' 
ethylpiperidine, glucamine. glucosamine, hydrabamine. isoprop^lamine. 
5 methylglucamine. moipholine. piperazine. piperidine. procaine, purines.' 
theobromine, triethylamine. trimethylamine. trq,ropyIamine, iromethamine.' 
diethanolamine, meglumine, ethylenediamine. N,N*-diphenylethylenediamine. N.N'- 
dibenzylethylenediamine. N-benzyl phenylethylariune. choline, choline hy*oride, 
dicyclohexylamine. metfoimin. benzylamine, phenyletfaylamine. dialkylamine,' 
10 triallcylamine, thiamine, aminopyrimidine, aminopyridine, purine, spermidine^ 
alkylphenylamine, glycinol, phenyl glycinol; glycine, alanine, valine. leucine! 
isoleucine, norleucine, tyrosine, cystine, cysteine, methionine, proline, hydroxy 
proline, histidine. ornithine, lysine, arginine, serine, threonine, phenylalanine; 
unnatural amino acids; D-isomers or substituted amino acids; guanidine. substituted 
guanidine wherein the substituents are selected ftom nitio. amino, alkyl. aDcenyl. 
alkynyl; ammonium or substituted ammonium salts and aluminum salts; sulphates, 
nitrates, phosphates, perchlorates, borates, hydrohalides, acetates, tartrates, maleates, 
citrates, succinates, pahnoates. methanesulphonates. benzoates. salicylates, 
hydroxynaphthoates, benzenesulfonates, ascorbates, glycerophosphates, or 
20 ketoglutaiates salts of (±) 2-[4-(2-Ethyl-6-oxo^-phenyl-1.6.dihydropyrimidin-l- 
yhnethyl(heptyl) carboxamido)phenyl sulfanyI]-3-methyl bulanpic acid; 

Li, Na, K, Ca, Mg, Fe, Cu, Zn, Mn; N,N'-diacetyle1hylenediamine. betaine, 
caffeine. 2-diethylaminoelhanol, 2-dimethylaminoethanol. N-ethyhnorpholine, N- 
ethylpiperidine, glucamine, glucosamine. hydrabamine. isopropylamine. 
25 methylglucamine, morpholine, piperazine, piperidine. procaine, purines.' 
theobromine, triethylamine, trimefliylamine, tripropylamine. tromethamine, 
diethanolamine, meglumine, ethylenediamine, NJ<I'-diphenyle1hylenediamine. N.N'- 
dibenzylethylenediamine. N-benzyl phenylethylamine, choline, choline hydrojdde, 
dicyclohexylamine, metfoimin, benzylamine, phenylethylamine, dialkylamine, 
trialkylamine, thiamine, aminopyrimidine, aminopyridine, purine, spermidine; 
alkylphenylamine, glycinol, phenyl glycinol; glycine, alanine, valine. leucine, 
isoleucine, norleucine, tyrosine, cystine, cysteine, methionine, proline, hydroxy 
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prolme, histidine. omiftine. lysine, arginiae. serine, threonine, phenylalanine- 
umatural amino acids; D-isomers or substituted amino acids; guanidine. substituted 
guamdme wherein the substituents are selected fiom nitro. anuno. alkyl. alkenyl 
alkynyl. ammonium or substituted ammonimn salts and alumimmi salts; sulphates] 
nitrates, phosphates, perchlorates, borates, hydrohalides. acetates, tartrates, maleates 
citrates, succinates, palmoates. methanesulphonates. benzoales. saUcylates' 
hydroxynaphthoates. benzenesulfonates. ascorbates. glycerophosphates or 
ketoglutarates salts of (+) 2-[4-(2-Ethyl-6^xo^.phenyl.l.6Hlihydr6pyrimidi„.l. 
ylmethyl(heptyl) caiboxamido)phenyI sulfenyl]-3-melhyI butanoic acid; 

Li. Na. K, Ca. Mg. Fe. Cu. Zn, Mn;- N.N'-diacetylelhylenediamine. betaine. 
caffeine. 2-diethylaminoethanol. 2-dime%laminoethanol. N-ethyhnorpholine N- 
ethylpiperidine, glucamine. glucosamine. hydrabamine. isopropylamine 
meftylglucamine, morpholine. piperadne. piperidine. procaine, purines, 
theobromine, triethylamine. trimethylamine. tripix)pylamine. tromelhamine. 
diethanolamine, meglumine, ethylenediamine, N.N'-diphenylethylenediamine. ^'1 
dibenzylelfaylenediamine. N-benzyl phenylethylamine. choline, choline hydroxide, 
dicyclohexylamine, metformin, benzylamine. phenylethylamine. dialkylamine.' 
trialkylamine, thiamine, aminopyrimidine, aminopyridine. purine, spermidine;' 
alkylphenylamine. glycinol. phenyl glycinol; glycine, alanine, valme. leucine, 
isoleucine. norleucine, tyrosine, cystine, cysteine, methionine, proline, hydroxj 
proline, histidine, ornithine, lysine, arginine, serine, threonine, phenylalanine; 
unnatural amino acids; D-isomers or substituted amino acids; guanidine. substituted 
guanidine wherein the substituents are selected from nitro. amino, alkyl. alkenyl, 
alkynyl; ammonium or substituted ammonium salts and aluminum salts; sulphates, 
nitrates, phosphates, perchlorates. borates, hydrohalides. acetates, tartrates, maleates.' ' 
citrates, succinates, pataioates, methanesulphonates, benzoates. saHcylates.'- 
hydroxynaphthoates, benzenesulfonates. ascorbates. glycerophosphates, o^ 
ketoglutarates salts of (-) 2-[4-(2-Ethyl-6-oxo-J-phenyl-1.6-dihydropyrimidin-l- 
yhnethyl(heptyl) caiboxamido)phenyl sulfanyl]-3-methyl butanoic acid; 

Li. Na, K, Ca, Mg, Fe, Cu, Zn. Mn; N,N'-diace1ylethylenediamine. betaine, 
caffeine. 2-die1hylaminoethanol, 2-dimethylaminoethanol. N-ethyhnorpholine. n' 
ethylpiperidine. glucamine, glucosamine, hydrabamine, isopropylamine. 
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melhylglucamine. moipholine. piperazme. pq,eridine. procaine, purines, 
theobromine, triethylamine, trime^lamine. ti^Iamine, liomeflianrine.' 
diethanolamine, meglumine, eftylenediamine. N,N'-d5)henyletbylenedianiine, N,N'' 
dibenzylethylenediamine. N-benzyl phenylelhylamine. choline, choline hydroxide, 
5 dicyclohexylamine. metformin, benzylamine. phenylefliylaniine. diallcylamin^,' 
irialkylamine. thiamine, aminopyrimidine, aminopyiidine. purine, spermidine;' 
alkylphenylamine, glycinol. phenyl glycmol; glycine, alanine, valine, leucine,' 
isoleucine. norleucine, tyrosine, cystine, cysteme. mefluonine, proline, hydroxji 
proline, histidine. ornithine, lysine, arginine. serine, threonine, phenylalanine; 
10 mmatural amino acids; D-isomers or substituted amino acids; guanidine. substitutei 
guanidine wherein liie substituents are selected from nitio, amino, alkyl, alkenyl. 
alkynyl; ammonium or substituted ammonium salts and aluminum salts; sulphates,' 
nitrates, phosphates, perchlorates, borates, hydrohahdes, acetates, tartrates, maleates,' 
citrates, succinates, palmoates, meflianesulphonates, benzoates. sahcylates.' 
15 hydroxynaphthoates, benzenesulfonates. ascorbates, glycerophosphates, or 
ketoglutarates salts of (±) 2-{4-[2-(2-Elhyl-6-oxo^-phenyl-1.6-dihydtopyrimidin-l- 
yl)ethylcarbamoyl]phenoxy}-2-meflvl propanoic acid; 

Li. Na, K, Ca, Mg, Fe, Cu, Zn. Mn; NJ^'-diacefylethylenediamine, betaine, 
caffeine. 2-diethylaminoe1hanol, 2-dime%laniinoethanol, N^eftyhnoipholine. N- 
20 ethylpiperidine, glucamine, glucosamine, hydrabamine, isopropylamine, 
mediylglucamine, moipholine. pipeiazine, piperidine, procaine, purines.' 
theobromine, triethylamine. trimethylamine. ttipropylamine, tromethamine! 
dielhanolamine, meglumine, e%lenediamine. N.N'-diphenylethylenediamine, N.N'. 
dibenzylethylenediamine, N-benzyl phenylethylamine, choline, choline hydroxide, 
dicyclohexylamine, metformin, benzylamine, phenylelhylamine. dialkylamiiie.' 
trialkylamine, thiamine, aminopyrimidine, aminopyridine. purine, spermidine; 
alkylphenylamine. , glycinol, phenyl glycinol; glycine, alanme, valine, leucine, 
isoleucine. norleucine, tyrosine, cystine, cysteme. methionine, proline, hydroxy 
proline, histidine. ornithine, lysine, arginine, serine, threonine, phenylalanme; 
30 unnatural amino acids; D-isomers or substituted amino acids; guanidine, substituted 
guanidine wherein flie substituents are selected from nitro. amino, ,alkyl, alkenyl, 
alkynyl; ammonium or substituted ammonium salts and aluminum sails; sulphates, 
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nitrates, phosphates. percMorates, boiBtes. hydrohaHdes. acetates, tartrates, maleates 
citrates, succinates, pahnoates. methanesulphonates. benzoates. salicylates' 
hydroxyr^hthoates. benzenesulfonates. ascorbates.. glycerophosphates, or 
ketoglutarates salts of (+) 2-{4-[2-(2-Ethyl-6^xo^phenyl-1.6^yd„>pyri„ridin-l- 
5 yl)elhylcarbamoyl]phenoxy}-2-methyI propanoic acid; 

Li. Na. K. Ca, Mg. Fe. Cu. Zn. Mn; N.N'-diacetylethylenediainine. betaine, 
caffeme. 2-diethylaniinoethanol. 2-dimelhylanunoethanol. N-ethyhnoipholine n' 
ethylpiperidine. glucamine. glucosamine. hydrabamine. isopiopylaiiune 
methylglucamine. morpholine. pipetazine, piperidine, procaine, purines' 
10 theobromine, triethylamine. trimethylamine, tripropylamine. Iromethamine' 
diethanolamine, meglumine, ethylenediamine, N.N'-diphenylethylenediamine. NN'- 
dibenzylethylenediamine, N-be„zyl phenylethylamine. choline, chohne hydro;^de 
dicyclohexylamine. metformin, benzylamine. phenylethylamine. dialkylamine,' 
tnalkylamine, thiamine, aminopyiimidine. aminopyridine. purine, spermidine- 
15 alkylphenylamine, glycinol. phenyl glycinol; glycine, alanine, valine, leucine.' 
isoleucine, norleucine. tyrosine, cystine, cysteine, methionine, proline, hydroxy 
proline, histidine, ornithine, lysine, arginine, serine, threonine, phenylalanine- 
umiatural amino acids; D-isomers or substituted amino acids; guanidine. substituted 
guanidine wherein the substituents are selected from nitro. amino, alkyl. alkenyl. 
20 alkynyl; ammonium or substituted ammonium salts and aluminum salts; sulphates.' 
nitrates, phosphates, perchloiates. borates, hydrohalides, acetates, tertiates, maleates.' " 
citrates, succinates, pahnoates. methanesulphonates. benzoates. salicylates,' 
. hydroxynaphthoates, benzenesulfonates, ascorbates. glycerophosphates, or 
ketoglutarates salts of (-) 2-{4-[2-(2-Ethyl-6-oxo-4-phenyl-1.6-dihydropyrimidin.l. 
25 yl)ethylcaibamoyl]phenoxy}-2-methyl propanoic acid ; 

Li, Na. K, Ca. Mg, Fe, Cu, Zn, Mn; N,N'-diacetylethylenediamine, betaine. 
caffeine. 2-diethylaminoethanol. 2-dimethylaminoethanol, N-ethyhnorpholine. N- 
ethylpiperidine. glucamine. glucosamine, hydrabamine. isopropylamine. 
methylglucamine. moipholine, piperazine. piperidine. procaine, purines.' 
30 theobromine, triethylamine. trimethylamine. tripropylamine. troniethamine.' 
diethanolamine. meglumine, ethylenediamine. NJvf'-diphenylethylenediamine, N,N' ' 
dibenzylefliylenediamine. N-benzyl phenylethylamine. choline, choline hydrowde. 
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dicyclohexylanrine. metformin, benzylamme. phenylelhylamine. dialkylaxnine 
tnalkyW. thiamine, aminopyrnnidine. amincpyridine. purine, spermidine- 
altylphenylamine. glycine!, phenyl glycinol; glycine, alanine, valine, leucine' 
isoleucme. norleucine. tyrosine, cystine, cysteine. Methionine, proline, hydroxy' 
prolme, histidine. ornithine, lysine, arginine. ■ serine, threonine, phenylalanine- 
unnatural amino acids; D-isomers or substituted amino acids; guanidine. substituted 
guamdine wherein the substituents are selected fiom nitro. amino, alkyl. aDcenyl 
alkynyl; ammonium or substituted ammonium salts and almninum salts; sulphates' 
mtrates. phosphates. pe„:Morates, borates. hydrohaUdes. acetates, tartrates, maleates' 
citrates, succinates, pahnoates. methanesulphonates. benzoates. saHcylates' 
hydroxynaphthoates. benzenesulfonates. ascorbates. 'glycerophosphates, or 
ketoglutarates salts of(±) 2-{4-[2^2.E%l-6-oxo-4-phenyl-l,6- 
dihydropyrimidin-lyl)ethyl(heptyl)carbamoyl]phenoxy}-2-me%^^ propanoic acid; 

U Na, K, Ca, Mg, Fe. Cu. Zn. Mn; Nj^'^iacetylethylenediamine, betJine 
caffeme. 2-diethylaminoethanol. 2-dimethylaminoethanol. N-eflryhnoipholine N- 
ethylpiperidine. glucamine. glucosamine. hydrabamine. isopropylamine 
methylglucamine. morpholine. piperazine. piperidine. procaine, purines' 
theobromme, triethylamine, trimethylamine. tripropylamine. tromeflramine. 
diethanolamine, meglmnine. ethylenediamine. N.N'-diphenylethylenediamine. NN'- 
dibenzylethylenediamine, N-benzyl phenylethylamine. choline, choline hydroxide 
dicyclohexylamine. metfomun. benzylamine. phenylethylamine. dialkylamine' 
tnalkylamine. thiamine, aminopyrimidine. aminopyridine. purine, spermidine- 
alkylphenylamine, glycinol, phenyl glycinol; glycine, alanine, valine, leucine.' 
isoleucine. norleucine, tyrosine, cystine, cysteine, methionine, proline, hydroxj! 
proline, histidine, ornithine, lysine, arginine, serine, tineonine. phenylalanine- 
umiatural amino acids; D-isomers or substituted amino acids; guamdine. substituted' 
guanidine wherein the substituents are selected from nitro. amino, alkyl. aDcenyl. 
alkynyl; ammonium or substituted ammonimn salts and almninum sahs; sulphates.' 
nitrates, phosphates, perchloiafes. borates, hydrohalides. acetates, tartrates; maleates.' 
citrates, succinates, pahnoates. methanesulphonates. benzoates. salicylates.' 
hydroxynaphflroates. benzenesulfonates. ascorbates. glycerophosphates, or 
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ketogjularates salts of (+) 2-{4-[2-(2-Elhyl^xo^plienyl-l,6-dihydro 
pyriimdm-lyl)etiiyl(heptyl)caibamoyl]phenoxy}-2-me^^ propanoic add; 

Li, Na, K. Ca, Mg, Fe. Cu, Zn. Mn; N^N'^acelylethylenediamine. betaine, 
caffeine, 2-diethyIanmioeflianol, 2-djniethylaniinoethanol, N-ethyhnoipholine. N- 
5 efliylpiperidine, glucamine, ghicosamine, hydrabamine, isopropylamine. 
methylgjucamine, moipholine. piperazine. piperidine. procaine, purines, 
liieobromine, triethylamine, trimethylamine, tripropylamine, ttomelhanune, 
dieflianolamine, meglumine, ethylenediamine, N,N'-diphenylethylenediamine, N,N*- 
dibenzylelhylenediamine, N-benzyl phenylethylamine, choline, choline hydroxide, 
10 dicyclohexylamine, metfonnin, ■ ben2ylamine, phenylefliylamine, dialkylamine, 
trialkylamine, thiamine, aminopyrimidine, aminopyridine, purine, spermidine; 
alkylphenylamine, glycinol, phenyl glycinol; glycine, alanine, valine, leucine, 
isoleucine. norleucine, tyrosine, cystine, cysteine, methionine, proUne, hydroxy 
proline, hislidine, ornithine, lysine, arginine, serine, threonine, phenylalanine; 
15 umiatural amino acids; D-isomers or substituted amino acids; guanidine, substituted 
guanidine wherein the substituents are selected from nitro, amino, alkyl, alkenyl. 
alkynyl; ammonium or substituted ammonium salts and aluminum salts; su^hates, 
nitrates, phosphates, perchlorates. borates, Iq^drohaHdes, acetates, tartrates, maleates, 
citrates, succinates, pahnoates, methanesulphonates, benzoates. salicylates, 
hydroxynaphfiioates, benzenesulfonates, ascoibates, glycerophosphates, or 
ketoglutarates salts of (-) 2-{4-[2-(2-Elhyl-6-oxo-4-phenyl-l,6-dihydropyrimidin- 
lyl)ethyl(heptyl)caibamoyl]phenoxy}-2-methyl propanoic acid; 

Li, Na, K, Ca, Mg, Fe, Cu, Zn, Mn; NJ^I'-diacetylethylenediamine, betaine, 
caffeine, 2-diefliylaminoe1hanol, 2-dimethylaminoefljanol, N-ethyhnorpholine, N- 
25 ethylpiperidine, glucamine, glucosamine. hydrabanune, isopropylamine, 
methylglucamine, morpholine, p^erazine. piperidine, procaine, purines, 
theobromine, triethylamine, trimethylamine, trq)ropylanime, tromefliamine, 
diefhanolamine, meglumine, ethylenediamine, NJ^'-diphenyleAylenediamine, N,N'- 
dibenzylethylenediamine, N-benzyl phoiylethylamme, choline, choline hydroxide, 
dicyclohexylamine, metformin, beii2ylamine, phenylethylamine, diallgrlamine, 
trialkylamine, thiamine, aminopyrimidirie, aminopyridine, purine, spermidine; 
alkylphenylamine, glycinol, phenyl glycinol; gfercine, alanine, valine, Iwicine, 



20 



30 



wo 02/081454 



PCT/1B02/01104 



92 



isoleucme. norleucine. tyrosine, cystine, cysteine, methionine, proline, hydroxy 
piohne. histidine. omiflune. lysine, arginine. serine. Itaeonine. phenylalanine- 
unnatural amino acids; D-isomeis or substituted amino acids; guanidine. substituted 
guanidine wherein the substituents are selected from nitro, amino, alkyl. alkenyl. 
5 >%nyl; ammonium or substituted ammonimn salts and aluminum salts; su^,hales. 
nitrates, phosphates, perchloiates. boiates, hydrohalides. acetates, tartrates, maleates.' 
citrates, succinates, pahnoates; methanesulphonates. benzoates. salicylates' 
hydroxynaphthoates. benzenesulfonates. ascorbates, glycerophosphates," or 
ketoglutarates salts of (±) 2-[4K2-Ethyl-6^xo-l-phenyl.l.6-dihydropyrimidin-l- 
10 ylmethyIcarboxamido)phenoxy]-2-melhylpropanoicacid; 

Li. Na, K. Ca." Mg. Fe. Cu. Zn. Mn; N.N'Kiiacelylethylenediamine. betaine. 
catfeme. 2-diethylammoelhanoI, 2-dimethylaminoethanol. N-ethybnorpholine, N- 
ethylpiperidine, glucamine. glucosamine. hydrabamine. isopropylamine 
melhylglucamine, morpholine. piperazme. piperidine. procaine, purines' 
15 theobromine, trielhylamine. Irimefliylamine. tripropylamine. tromefeamine.' 
diethanolamine. meglumine, ethylenediamine. NJT'Kiiphenylethyienediamine. NJN'- 
dibenzylethylenediamine. N-benzyl phenylethylamine. choline, choline hyctoxide. 
dicyclohexylamine, metformin, benzylamine. phenyleftylamine. dialkylamine,' 
trialkylamine, thiamine, aminopyrimidine. aminopyridine. purine, spermidine;' 
alkylphenylamine. glycinol, phenyl glycinol; glycine, alanine, valine, leucine,' 
isoleucine. norleucine. tyrosine, cystine, cysteine, mefliionine. proline, hydroxji 
proline, histidine. ornithine, lysine, arginine. serine, flireonine. phenylalanine; 
umiatural amino acids; D-isomers or substituted amino acids; guanidine. substituted 
guanidine wherein the substituents are selected fiom nitro. amino, alkyl. alkenyl. 
alkynyl; ammonium or substituted ammonium salts and aluminum salts; sulphates, 
nitrates, phosphates, perchlorates, borates, hydrohalides. acetates, tartrates, maleates,' 
citrates, succinates, pahnoates. methanesulphonates, benzoates, saKcylates. 
hydroxynaphthoates, benzenesulfonates. ascorbates, glycerophosphates, or 
ketoglutarates salts of (+) 2-[4-(2-Ethyl-6-oxo^phenyl-1.6Hiihydropyrimidin-l- 
30 yhnethylcaiboxamido)phenoxy]-2-methyl propanoic acid; 

Li. Na, K, Ca. Mg. Fe, Cu.Zn.Mn; N.N»-diacelylethylenedianiine. betaine. 
caffeine. 2-dielhylaminoethanol, 2-dimethylaminoethanol, N-ethyhnorpholinvN- 
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etbylpq,eridine. glucamine, glucosamine, hydiabamme, isopropyhmine 
methylglucamine. motpholine. pipeiazine, piperidine. procaine, pmines.' 
theobromine, triefliylainine. trimefliylanune. tripiopylanrine. tomethamine.' 
diethanolamine, meglumine, efhylenediamine. N.N'-diphenylethylenediamine. NJf'- 
dibenzylethylenediamine. N-benzyl phenylethylamine. choline, choline hydroxide, 
dicyclohexylamine, metformin, ' benzylamine. phenylethylamine, dialkylamine.' 
triancylamine. fldamine. aminopyrimidine. aminopyiidme, purine, spermidine;' 
alkylphenylamine. glycinol. phenyl glycinol; glycine, alanine, valine, leucine, 
isoleucine, norleucine, tyrosine, cystine, cysteine, methionine, proline, hydroxy' 
proline, histidine, ornithine, lysine, arginine. serine, threonine, phenylaliSne; 
unnatural amino acids; D-isomers or substituted amino adds; guanidinev substituted 
guanidine wherem the substituenls are selected fiom nilro, amino, alkyl, alkenyl. 
alkynyl; ammonium or substituted ammom-um salts and alumihum salts; sulphates.' 
nitrates, phosphates, perchlorates. borates. hydrohaUdes. acetates, tartrates, maleates.' 
citrates, succinates, pahnoates. methanesulphonates, benzoates. sahcylates.' 
hydroxynaphthoates. benzenesulfonates, ascorbates. glycerophosphates, or 
ketoglutarates salts of (-) 2-[4^2-Ethyl-6-oxo-4-phenyl-1.6^ydropyrimidin-l- 
yhnethylcarboxamido) phenoxy]-2-methyl propanoic acid; 

• Li. Na, K:, Ca, Mg, Fe, Cu. Zn, Mn; N,N'-diacelylefliylenediamine. betaine. 
caffeine, 2-diethylaminoethanol, 2-dhnethylammoefhanol, N-ethyhnorpholine. N- 
ethylpiperidine, glucamine. glucosamine, hydrabamine. isopropyla^e. 
methylglucamine, moipholine, piperazme, piperidine, procaine, purines! 
theobromine, triethylamme. trimethylamine. tripropylamme. tiomethamine. 
diethanolamine, meglumine, ethylenediamine, NJ^'-diphenylethylenediamme. NJ>J'- 
dibenzylethylenediamine. N-benzyl phenylethylamine. choline, choline hydroxide, 
dicyclohexylamine. metformin, benzylamine, phenylethylamine.- .dialkylamine. 
trialkylamine. thiamine, aminopyrimidine, kminopyridine. purine, spermidme; 
alkylphenylamine. glycinol, phenyl glycinol; glycine, alanme, valine, leudne, 
isoleucine, norleucine, tyrosine, cystine, cysteine, methionine, proline, hydroxy 
proline, histidine, ornithine, lysine, arginine. serine, threonine, phenylalanine; 
unnatural amino acids; D-isomers or substituted amino acids; guanidine, substituted 
guanidine wherein the siibsfituents are selected from nitro, amino, alkyl, alkenyl. 



wo 02/081454 



PCT/IB02/01104 



94 



15 



alkynyl; anmi(mium or substituted ammomum salts and al^ sulphates, 
nitrates, phosphates, perchlorates, borates, hydrohaHdes, acetates, tartrates, maleates, 
citrates, succinates, pahnoates. methanesulphonates, benzoates, salicylates, 
hydroxynaphlhoates, benzenesulfimates, ascoibates, glycerophosphales, or 
5 ketoglutarates salts of (±) 2-[4K2-EthyI-6H)xo^phenyI-l,6^iihydropyriniidin-l- 
yta»ethyl(heplyl)carboxaniido)phenoxy].2-mefliyl propanoic acid; 

Li, Na, K. Ca, Mg, Fe, Cu, Zn. Mn; N.NT-diacetylethylenediamine. betaine, 
caffeine. 2-diethyIaminoethanol. 2-dimefliylaniinoelhanol, N-ethyhnorpholine, N- 
ethylpiperidine, glucamine, glucosamine, hydrabanrine, isopiopylamine. 
10 methylghicamine, morpholine, piperazine. piperidine, procaine, purines, 
theobromine, triethylamine, trfmefliylamine. ttipropylamine. tromethamine.' 
diethanolamine, meglumine, elhylenediamine. N.N'-diphenylethylenediamine. N,N'- 
dibenzylethylenediamine, N-benzyl phenylethylamine, choline, choline hydroxide, 
dicyclohexylamine, metfoimin, benzylamine, phenylethylamine. dialkylamine, 
trialkylamine, thiamine, aminopyrimidine, aminopyiidine, purine, spennidine; 
alkylphenylamine. glycinol. phenyl glycinol; glycine, alanine, valine, leucine, 
isoleucine, norleucine, ^ine, cystine, cysteine, methionine, proline, hydroxy 
proline, histidine. ornithine, lysine, arginine. serine. " threonine, phenylalanine; 
unnatural amino acids; D-isomers or substituted amino acids; guanidine. substituted 
guanidine wherein the substituents are selected from nitro. amino, alkyl, alkenyl, 
alkynyl; ammonium or substituted ammonium salts and aluminum salts; sulphates, 
nitrates, phosphates, perchlorates. borates, hydrohalides. acetates, tartrates, maleates, 
citrates, succinates, pahnoates, meflianesulphonates, benzoates, salicylates, 
hydroxynaphlhoates, benzenesulfonates. ascorbates. glycerophosphates, or 
25 ketoglutarates salts of (+) 2-[4-(2-EthyM-oxo-4-phenyH,6-dihydropyrimidin.l- 
yhnethyl(heptyl)carboxamido)pheno3qr]-2-mefliyl propanoic acid; 

Li, Na, K, Ca, Mg, Fe, Cu. Zn, Mn; N,N'-diacetylediylenediamine, betaine, 
caffeine, 2-diediylaminoethanol. 2-dimelhylaminoelhanol, N-ethyhnoipholine. N- 
ethylpiperidine. glucamine, glucosamine, hydrabamine, isopropylamine, 
30 methylglucamine, morpholine, piperazine, piperidine, procaine, purines, 
theobromine, - triefliylamine, trimetl^rlaniine, tripropylamine, tromethamine, 
dieftanolamine, meglumine, ethylenediamine, N.I^'-diphenylethylenediainine, N,N*- 
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dibenzyletfaylenediamine, N-benzyl ptenylethylamine. choline, choline hydroxide 
dicyclohexylamine, metfonnin. benzylamine. phenylefliylamine. dialkylamine.' 
trialkylamx^e, thianune. aminopyrimidine, aminopyridine. purine, spennidine- 
alkylphenylaxnine. glycinol. phenyl glycinol; glycine, alanine, valine. leucine 
isoleucine. norleucine. lyiosine. cystine, cysteine, mefluonine. proline, hydroxy 
proline, histidine. ornithine, lysine, arginine. serine, threonine, phenylalanine- 
unnatural amino acids; D-isomers or substituted amino acids; guanidine. substituted' 
guamdine wherein the substituents are selected from nitro. amino. aDcyl. alkenyl. 
alkynyl; ammonium or substituted ammonium salts and aluminum salts; sulphates.' 
mlrates. phosphates, perchlorates. borates, hydrohalides. acetates, tartrates, maleates.' 
ctmtes. succinates, palmoates. methanesulphonates. benzoates. sahcylates' 
hydroxynaphthoates, benzenesulfonates. ascorbates, glycerophosphates, or 
ketoglutarates salts of (-) 2-[4-(2-Ethyl-6-oxo^phenyl.l.6-dihydropyrimidm-l- 
yhnethyl(heptyl)carboxamido)phenoxy]-2-me%l propanoic acid ; 

U Na, K. Ca. Mg. Fe, Cu, Zn, Mn; N,N'-diacefylethylenediamine. betaine, 
caffeine, 2-diethylaminoethanol, 2-dimethylaminoethanol, N-ethyhnorpholme. N- 
ethylpiperidine, glucamine, glucosamine, hydrabamine. isopropylamine 
meftylglucamine. moxpholine. piperazine. piperidine. procaine. " purines.' 
theobromine, triethylamine, trimethylamine, tripropylamme. tromefliamine. 
diethanolamine, meglumine, ethylenediamine, N.N'-diphenyIethylenediamme, NJ^'- 
dibenzylethylenediamine, N-benzyl phenylethylamine. choline, choline hydroxide, 
dicyclohexylamine. metformin, benzylamine, phenylethylamine, dialkylamme.' 
trialkylamine, thiamine, aminopyrimidine. aminopyridine, purine, spemridine;' 
alkylphenylamine, glycinol, phenyl glycinol; glycine, alanine, valine, leucine,' 
isoleucine, norleucme, tyrosine, cystine, cysteine, methionine, proline, hydroxy 
Foline, histidine, ornithine, lysine, arginine. serine, threonine, phenylalanme; 
mmatural amino acids; D-isomers or substituted amino acids; guamdine. substituted 
guanidine wherein the substituents are selected from nitro, amino. aDcyl, alkenyl, 
alkynyl; ammonium or substituted ammonium salts and aluminum salts; sulphates. 
niHates, phosphates, perchlorates, borates, hydrohahdes, acetates, tartrates, maleates,' 
citrates, succinates, pahnoates, methanesulphonates, benzoates, sahcylates. 
hydroxynaphthoates. benzenesulfonates. ascorbates, glycerophosphates, or 
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ketoglutarates salfe of (±) 2-{4-[2K2-EM-6K>xcM-phenyl.l.6KBhydK,pyrinu^ 
yl)elhoxy]phenoxy}.2.meftyl propanoic acid; Li. Na. K, Ca. Mg, Fe. 

Cu, Zn. Mn; NJ^'^cefylethylenediamine, belaine. caffeine. 2^elhylaminoethano/ 
2-dimethylaminoethanol. N-ethylmoiphoKne. N-ethy%,iperidine. ghicamine.' 
glucosamine, hydrabamine. isopiopylanme. methylghicamine. morpholine.' 
piperazine, piperidine. procaine, purines. Iheobronnne. tiiethylainine.' 
trimethylamine. tripropylamine. tromethamine. diethanolamine, meghnnine.' 
ethylenediamine. N,N'-diphenyletiiylenediamine. N.N'^iben2ylethylenediamine. N- 
benzyl phenylethylamine, choline, choline hydroxide, dicyclohexylamine. 
metfonnin, benzylamine, phenyleftylamine. dialkylamine. trialkylamine, fliiamine,' 
aminopyiimidine, aminopyridine. purine, spermidine; alkylphenylamine. glycine!.' 
phenyl glycinol; glycine, alanine, valine, leucine, isoleucine. norleucine. tyix,sine.' 
cystine, cysteine, methionine, proline, hydroxy proline, histidine. ornithine, lysine.' 
arginine. serine, threonine, phenylalanine; ummtural ammo acids; D-isomers or 
substituted amino acids; guanidine. substituted guanidine wherein the substituents 
are selected from nitro, amino, alkyl. alkenyl, alkynyl; ammonium or substituted 
ammonium sails and aluminum salts; ' sulphates, nitrates, phosphates, perchloiates. 
borates, hydiohalides, acetates, tartrates, maleates. citrates, succinates, pahnoates. 
melhanesulphonates. benzoates. salicylates, hydroxynaphthoates. benzenesulfonates.' 
ascorbates, glycerophosphates, or ketoglutarates salts of (+) 2-{4-[2-(2-ElhyI-6-oxo- 
4-phenyl-1.6-dihydropyiimidin-l-y])ethoxy]phenoxy}-2-mefliyl pix)panoic acid; 

Li, Na, K, Ca. Mg, Fe, Cu, Zn, Mn; N,N'-diaceiylefliyIenediamine. betaine. 
caffeine, 2-diethylaminoethanol. 2-dimethylaminoe1hanol. N-ethyhnorpholine, N- 
ethylpiperidine, glucamine, glucosamine, hydrabamine. isopropylamine. 
25 methylglucamine, morpholine, piperazine, piperidine. procaine, purines, 
theobromine, trielhylamine. Irimethylaraine, tripropylamine. tromethamine.' 
diethanolamine, meglumine, ethylenediamine, NJ^'-diphenylethylenediamine, N.N'- 
dibenzylethylenediamine, N-benzyl phenylethylamine. choline, choline hydroxide. ' 
dicyclohexylamine, metformin, benzylamine. phenylethylamine. dialkylamine. 
trialkylamine, thiamine, aminopyrimidine, aminopyridine. purine, spermidine; 
alkylphenylamine, glycinol, phenyl glycinol; glycine, alanine, valine, leucine, 
isoleucine, norleucine, tyrosine, cystine, cysteine, methionine, proline, hydroxy 



20 



30 



wo 02/081454 



PCT/IB02/01104 



97 



10 



15 



Foline. histidine, onriflune. lysine, arginine. serine, toeonine. phenylalanine; 
unnatural amino acids; D-isomers or substituted amino acids; guamdine. substitut«i 
guanidine wherein the substituents aie selected ftom nitro. amino, alkyl. alkenyl. 
alkynyl; ammonimn or substituted ammonium salts and aluminum salts; su^hates.' 
nitrates, phosphates, perchlorates. borates, hydiohalides. acetates, tartrate, maleates.' 
citrates, succinates, pahnoates, methanesulphonates. benzoates. salicylates 
hydroxynaphthoates. benzenesulfonales. ascorbates. glycerophosphates, or 
ketoglutarates salts of (-) 2-{4-[2-(2-EfliyI-6K,xo-f-phenyl-1.6Kiihydiopyrimidin-l- 
yl)ethoxy]phenoxy}-2-methyl propanoic acid; 

U Na, K, Ca. Mg. Fe, Cu. Zn. Mn; N.N'-diacetylethylenediamine. betaine, 
caffeine, 2-diethylaminoethanol. 2-dime1hylaminoethanol. N-ethyhnoipholine. N- 
ethylpiperidine. glucamine. glucosamine. hydrabamine. isopropylamine. 
methylglucamine. moipholine, piperazine. piperidine. procaine, purines,' 
flieobromine. triethylamine. trimethylamme, tripropylamine, tromethamine.' 
dielhanolamine. meglumine, ethylenediamine. NJT'-diphenylethylenediamine. N.N'- 
dibenzylethylenediamine, N-benzyl phenylethylamine. chohne. choline hycLxide, 
dicyclohexylamine, metformin, benzyJamine. phenylethylamine. dialkylamine,' 
trialkylamine, thiamine, aminopyrimidine, aminopyridine. purine, spermidine;' 
alkylphenylamine, glycinol. phenyl, glycinol; glycine, alanme. valine, leucine.' 
isoleucine, norleucine, tyrosine, cystine, cysteme. methionine, proline, hydroxy 
proline, histidine. ornithine, lysine, arginine, serine, threonine, phenylalanine; 
umiatural amino adds; D-isomers or substituted amino acids; guanidine, substituted 
guamdine wherein the substituents are selected from nitro, amino, alkyl. alkenyl. 
alkynyl; ammonium or substituted ammonium salts and aluminum salts; sulphates. 
25 nitrates, phosphates, perchlorates, borates, hydrohaUdes, acetates, tartrates, maleates, 
citrates, succinates, palmoates, methanesulphonates, benzoates, salicylates, 
hydroxynaphthoates, benzenesulfonates, ascorbates, glycerophosphates,, or 
ketoglutarates salts of (±) 2-{4-[2-(2-EthyI-6-oxo-4-phenyl-l,6- 
dihydropyrimidin-l-yl)ethoxy] phenoxy}pentanoic acid; 

Li, Na, K, Ca, Mg, Fe, Cu, .Zn, Mn; N,N'-diacetylethyIenediamine, betaine. 
caffeine. 2-diethylaminoethanol, 2-dimethylaminoethanol, N-elhyhnoipholine, N- 
ethylpiperidine, glucamine, glucosamine. hydrabamine. isopropylamine. 
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methylglucamine. moipholine. pq)era2me. piperidine. procaine, purines, 
tbeobromine, trie%lamine. trimethylamine. tripiopylaniine, trometbamine. 
diethanolamine. meghunine, ethylenediamine, N,N'-diphenylethylenediamine. W- 
dibenzylefliylenediainine. N-benzyl phenylefliylanime, choline, choline hydroxide, 
dicyclohexylaniine. metfonnin. benzylamine. phenylelhylainine, dialkylamine,' 
trialkylamine, thiamine, aminopyrimidine. aminopyridine, purine, spemidine; 
alkylphenylamine, glycinol. phenyl glycinol; glycine, alanine, valine, leucine.' 
isoleucine, norleucine. tyrosine, cystme. cysteine, methionine, proline, hydroxy 
proline, histidine, omiflune, lysine, arginine, serine, flireonine, phenylalanine; 
unnatural amino acids; D-isomers or substituted amino acids; guanidine. substituted 
guanidine wherein the substituents are selected from nitro. amino, alkyl. alkenyl, 
alkynyl; ammonium or substituted ammonium sahs and ahuninum salts; sulphates, 
nitrates, phosphates, perchlorates. borates, hydrohalides, acetates, tartrates, maleates, 
citrates, succinates, pahnoates, melhanesulphonates, benzoates, saKcylates, 
hydroxynaphthoates, benzenesulfonates, ascorbates, glycerophosphates, or 
ketoglutarates salts of (+) 2-{4-[2-(2-Eethyl-6-oxo^-phenyl-l,6-dihydro 
pyrimidin-l-yl)ethoxy] phenoxy}pentanoic add; 

Li, Na, K, Ca, Mg, Fe, Cu, Zn, Mn; N,N'-diacetylethylenediamine, betaine, 
caffeine, 2-diethylaminoethanol. 2-dimethyIammoethanol, N-ethyhnorpholine, N- 
20 ethylpiperidine, glucamine, glucosamine, hydrabamine. isopropylamine, 
methylghicamine, morpholine, piperazine, piperidine, procaine, purmes, 
theobromine, Iriethylamine, trimethylamine, tripropylamine, Iromethamine. 
diethanolamine, meglumine, ethylenediamine, N,N*-diphenyletiiylenedianiine. N,N'- 
dibenzylethylenediamine, N-benzyl phenylethylamine, choline, choline hydroxide, 
25 dicyclohexylamine, metformin. ben2ylamine, phenylediylamine, diaBcylamine, 
trialkylamine, thiamine, aminopyrimidine, aminopyridine, purine, spermidine; 
allqrlphenylamine, glycinol, phenyl glycinol; glycine, alanine, valine, leucine, 
isoleucine, norieucine, ^osine, cystine, cysteine, mefliionine, proline, hydrojq^ 
proline, histidine, ornithine, lysine, .arginine, serine, threonine, phenylalanine; 
30 unnatural amino acids; D-isomers or substituted amino acids; guanidine, substituted 
guanidine wherein the substituents are selected from nitro, amino, alkyl, alkenyl, 
alkynyl; ammonium or substituted ammonium salts and aluminum salts; sulphates. 
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niliates, phosphates, perchloiates. borates, hydiohalides, acetates, tartrates, maleates. 
citrates, succinales, pahnoates. methanesulphonates, benzoates. " saHcylates, 
hydroxynaphlhoates, benzenesulfonales. ascoibates, glycerophosphates, or 
ketoglulaiates salts of (-) 2-{4-[2-(2.Ee1hyl-6-oxo-4-phenyl-1.6- 
5 dihydiopyriinidm-l-yl)e«hoxy]pheiioxy}peiitanoicacid; 

Li, Na, K, Ca, Mg, Fe, Cu, Zn. Ma; NJ^'-diacetylelhylenediainine, betaine. 
caffeine, 2-dielhylanmioelhanol, 2-dimefliylaniinoethanol, N-ethylmoiphoHne. N- 
ethylpiperidirie, ghicamine, glucosamine, hydrabamine, isopropylamine, 
methylglucamine. moipholine, pipeiazme, piperidine, procaine, purines,' 
10 theobromine, triefliylamine, trimethylamine, tripropylamine. tiomethaiiiiiie, 
diethanolamine, meglumine, ethylenediamine. N,N'-diphenylethylenediamine, N,N'- 
dibenzylethylenediamine, N-benzyl phenylethylamine, choline, choline hydroxide, 
dicyclohexylamine, metformin, benzylamine, phenylethylamine, dialkylamine, 
frialkylamine, thiamme, aminopyrimidine. aminopyridine, purine, spermidine; 
15 alkylphenylamine, glycinol, phenyl glycinol; glycine, alanine, valine, leucine, 
isoleucine, norleucine, tyrosine, cystine, cysteine, methionine, proline, hydroxy 
proline, histidine. omiAine. lysine, arginine. serine, threonine, phenylalanine; 
unnatural amino acids; D-isomers or substituted amino acids; guanidine, substituted 
guanidine wherem the substituents are selected from nitro. amino, alkyl, alkenyl, 
20 alkynyl; anrnionium or substituted ammonium salts and aluminum salts; sulphates, 
nitrates, phosphates, perchlorates, borates, hydrohaUdes. acetates, tartrates, maleates, 
citrates, succinates, pahnoates, me1hanesu^)honates, benzoates, salicylates, 
hydroxynaphthoates, benzenesulfonates, ascorbates. glycerophosphates, or 
ketoglutarates salts of (±) 2-{4-[2-(2-Ethyl-6-oxo-4-phenyl-1.6-dihydropyrimidin-l- 
25 yl)ethoxy]phenoxy} -2-mefhyl butanoic add; 

Li, Na, K, Ca, Mg, Fe, Cu, Zn, Mn; JSr,N'-diacetylethylenediamine, betaine, 
caffeine, 2-diefhylaminoelhanol, 2-dimefliyIaminoethanol, N-ethyhnorpholine, N- 
ethylpiperidine, glucamine. glucosamme. hydrabamine. isopropylamine, 
methylglucamine, morpholine, piperazine. piperidine, procaine, purines, 
30 theobromine, trie%lamine, trimethylamine, tripropylamine, liomethamine, 
dieflianolamine, meglumine, efliylenediamine. NJ^'-diphenylethylenediamine, NJ>I'- 
dibenzylethylenediamine, N-benzyl phenylethylamine, choline, choline hydroxide. 
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dicyclohexylamme. metfijnnin, benzylamine, phenylefliylamine, diaDcylamine, 
Irialkylamme, Ihiamme, aminopyrimidme, aminopyridine, purine, spetmidine; 
alkylphenylaimne, gtycinol. phenyl glycinol; glycine, alanine, valine, leucine, 
isoleucine, norleucine, tyrosine, cystine, cysteine, metbionine, proline, hydroxy 
5 proline, histidine, omifliine, lysine, arginine, serine, flueonine. phenylalanine; 
unnatural amino acids; D-isomers or substituted amino acids; guanidine, substituted 
guanidine wherein the substituents are selected from nitro, amino, alkyl, alkenyl, 
allqTiyl; ammonium or substituted ammonium salts and aluminum salts; sulphates, 
nitrates, phosphates, perchlorates, borates, hydrohaKdes, acetates, tartrates, maleales, 
10 citrates, succmates, pahnoates, melhanesulphonates, benzoates, salicylates. 
iQ^droxynaphthoates, benzenesulfonates, ascorbates, glycerophosphates.^ or 
ketoglutarates salts of (+) 2-{4-[2-(2.Ethyl-6.K)xo-4-phenyl-l,6-dihydropyrimidin-l- 
yl)ethoxy]phenoxy}-2-metlr>'l butanoic acid; 

Li, Na, K, Ca, Mg, Fe, Cu, Zn, Mn; N,N'-diacetylethylenediamine, betaine, 
15 caffeine, 2-dielhylaminoethanol, 2-dimethylaminoethanol, N-ethyhnorpholine, N- 
efhylpiperidine, glucamine, glucosamine, hydrabamine, isopropylamine, 
melhylglucamine, morpholine.. piperazine, piperidine, procaine, purines, 
theobromine, trieAylamine, trimethylamine, trqwopylamine, tromethamine, 
diethanolamine, meglumine, etiiylenediamine, N,N'-diphenylethylenediamine, N.N'- 
20 dibenzylelhylenediamme, N-benzyl phenylefliylamine, choline, chohne hydroxide, 
dicyclohexylamine, metformin, benzyhonine, phenylefliylamine, diaDcylamine, 
trialkylamine, fliiamine, aminopyrimidine. aminopyridine. purine, spermidine; 
alkylphenylamine, glycinol. phenyl glycinol; glycine, alanine, valine, leucine, 
isoleucine, norleucine, tyrosine, cystine, cysteine, mefliionine, proline, hydroxy 
25 proline, histidine, omifliine, lysioe, arginine, serine, flireonine, phenylalanine; 
unnatural amino acids; D-isomers or substituted amino acids; guanidine, substituted 
guanidine wherein the substituents are selected from nitro, ammo, aUcyl, alkenyl, 
alkynyl; ammonium or substituted ammonium salts and aluminum salts; sulphates, 
nitrates, phosphates, perchlorates, borates, hydrohalides, acetates, tartrates, maleates, 
30 citrates, . succinates, pahnoates, meflianesu^honates, benzoates, salicylates, 
hydroxynaphflioates, benzenesulfonates, ascorbates, glycerophosphates, or 
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ketogjutaiates salts of 0 2.{4-[2<2.E%l^xo^phenyl-1.6^ydropyimridin-l- 
yl)etho:^]plienoxy}-2-mefliyl butanoic acid; 

U Na, K. Ca, Mg, Fe. Cu, Zn. Mn; NJ^'-diacetyIe%lenediainme, betaine. 
caffeme, 2-diethylammoetbanol, 2-dimethylammoelhanol. N-ethyhnoipholine, N- 
5 ethylpiperidine, glucamine, glucosamine, hydrabamine. isopropylamine, 
mefliylglucamine. mmpholine, piperazine, pq)eridine, .procaine, purinesi 
theobromine, Hiethylamine, trimethylamine, tripropylamine, tromethamine, 
diethanolamine, meglmnine. elhylenediamine. N,N'-diphenyle%lenediamine, NJM'- 
dibenzylethylenediamine, N-benzyl phenylethylamine, choline, choline hydroxide, 
10 dicyclohexylamine, metformin, benzylamine, phenylethylamine, dialkylamine, 
trialkylamine, thiamine, aminopyrimidine, aminopyridine, purine, spemiidine; 
alkylphenylamine, glycinol, phenyl glycmol; glycine, alanine, valine, leucine, 
isoleucine, norleucine, tyrosine, cystine, cysteine, methionine, proline, hydroxy 
proline, Wstidine, ornithine, lysine, arginine, serine, threonine, phenylalanine; 
15 unnatural amino acids; D-isomers or substituted amino acids; guanidine, substituted 
guanidine wherein the substituents are selected from nitro, amino, allq^l, alkenyl, 
alkynyl; ammonium or substituted ammonium salts and aluminum salts; sulphates, 
nitrates, phosphates, perchlorates, borates, hydrohalides, acetates, tartrates, maleates, 
citrates, succinates, pahnoates, methanesulphonates, benzoates, salicylates, 
20 hydroxynaphthoates, benzenesulfonates, ascoibates, glycerophosphates, or 
ketoglutarates salts of(±) 2-[4-(2-Ethyl-6-oxo-4-ph«iyl-l,6-dihydropyiimidin-l- 
ylmethyl(heplyl) carboxamido)phenyl sulfenyl]-2-methyl propanoic acid; 

Li, Na, K, Ca, Mg, Fe, Cu, Zn, Mn; NJ^^-diacetylethylenediamme, betaine, 
caffeine, 2-die%laminoe1hanol, 2-dime%laminoethanol, N-ethyhnorpholine, N- 
25 elhy^)iperidme, glucamine, glucosamine, hydrabamine, isopropylamine, 
methylglucamine, moipholine, piperazine, piperidine, procaine, purines, 
fteobromine, trielhylamine, trimefliylamine, tripropylamine, liomefliamine, 
dieflianolamine, meglumine, ethylenediamine, NJ^*-dq)henyle1hyleiiediamine, NJJ'- 
dibenzylefliylenediamine, N-ben^l phenyleftylamine, cholme, choline hydroxide, 
30 dicyclohexylamine, metformin, benzylanune, phenylethylamine, dialkylamine, 
trialkylamine, thiamine, aminopyrinudine, aminopyridine, purine, spemiidine; 
alky^)henylamine, gjycinol, phenyl glycinol; gfycine, alanine, valine, leucine. 
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isoleucine. norleucine, tyrosine, cystine, cysteine, methionine, proline, hydroxy 
proline, histidine. ornithine, lysine, aiginine. serine, threonine, phenylalanine; 
unnatural amino acids; D-isomers or substituted amino acids; guanidme, substituted 
guanidine wherein the substituenls are selected fiom nitro. amino, alkyl. alkei^rl, 

5 aliynyl; anmionium or substituted ammonium salts and aluminum salts; sulphates, 
nitiates. phosphates, perchlorates. borates, hydrohalides. acetates, tartrates, maleates.' 
citrates, succinates, pahnoates, methanesulphonates, benzoates. salicylates! 
hydioxynaphthoates, benzenesulfonates. ascorbates. glycerophosphates, or 
ketoglutarates salts of (+) 2-[4-(2-Ethyl-6^xo^-phenyl-l.Mihydropyrimidin-l- 
10 ylniethyl(heptyl)carboxamido)phenyl sulfenyl].2-methyl propanoic acid; 

Li. Na. K, Ca, Mg. Fe, Cu, Zn. Mn; N.N'-diacetyle1hylenediamine. betaine. 
caffeine, 2-diethylaminoe1hanol. 2-dimethylaminoethanol, N-ethyhnorpholine. N- 
ethylpiperidine, glucamine, glucosamine, hydrabamine, isopropylamine, 
me%lglucamine. morpholine, piperazme, piperidine, procaine, purines. 
15 theobromine, triethylamine. trimethylamine. tripropylamine. tromethamine.' 
diethanolamine, meglumine, ethylenediamine, N,N'-diphenylethylenediamine, N.N'- 
dibenzylethylenediamine, N-benzyl phenylelhylamine. choline, choline hydroxide, 
dicyclohexylamine, metformin, benzylamine. phenylethylamine, dialkylamine,' 
trialkylamine, thiamine, aminopyrimidine, ammopyridine, purine, spermidine; 
20 alkylphenylamine, glycinol. phenyl glycinol; g^cine. alanine, valine, leucine,' 
isoleucine. norleucine, tyrosine, cystine, cysteine, meflrionfaie, proline, . hydroxy 
proline, histidine, ornithine, lysine, argihine, serine, threonine, phenylalanine; 
unnatural amino acids; D-isomers or substituted ammo acids; guanidine, substituted 
guanidine wherein the substituents are selected from nitro, amino, aBcyl. alkenyl. 
25 alkynyl; ammonium or substituted ammonium salts and aluminum salts; sulphates, 
nitiates, phosphates, perchlorates, borates, hydrohalides, acetates, tartrates, maleates, 
citrates, succinates, pahnoates, methanesulphonates, benzoates. salicylates, 
hydroxynaphthoates, benzenesulfonates, ascorbates, glycerophosphates, or 
ketoglutarates salts of (-) 2-[4-(2-Ethyl-6-oxo-4-phenyl-1.6-dihydropyrimidin-l- 
30 yhnethyl(heptyl) carboxamido)phenyl sulfanyl]-2-methyl propanoic acid; 



wo 02/081454 



PCT/IB02/01104 



103 



U Na, K, Ca, Mg. Fe, Cu. Zn. Mil; N^--diacefyletbyIenediainine. betaine 
caffeine, 2-diethylammoeftanol. 2-dimefliylainmoetbai,ol, N^yhnorpholine. N- 
ethylpiperidine. glucamine. glucosamine, hydiabamine. isopiopylamine- 
methylglucanune, moxpholine. pipeiazine. piperidine. procaine, purines' 
5 fteobronune. triethylamme. trimethylaanne. tripropylanrine. iromethannne.' 
daethanolaniine. meglumine, ethylenediamine. N.N'-diphenylethylenediamine. N.N'- 
dibenzylethylenediamine. N-benzyl phenylethylamine. choline, choline hydrojdde 
dicyclohexylamine. metformin, benzylamine, phenylelhybmine. dialkylamine.' 
tnalkylamine. thiamine, aminopyrimidine. aminopyridine. purine, spermidine- 
10 alkylphenylamine. glycinol. phenyl glycinol; glycine, alanine, valine, leucine' 
isoleucine. norleucine; tyrosine, cystine, cysteine, methionine, proline, hydnixy 
proline, histidine, ornithine, lysine, arginine, serine, threonine, phenylalanine; 
umiatural amino acids; D.isomers or substituted amino adds; guanidine. substituted 
guanidine wherein the substituents are selected fiom nitro, amino, alkyl. alkenyl. 
15 alkynyl; ammonium or substituted ammonium salts and almnmum salts; sulphates.' 
nitmtes. phosphates. percMorates, borates, hydrohalides. acetates, tartrates, maleates]' 
ciHates, succinates, pahnoates. methanesulphonates. benzoates. saHcylates' 
hydroxynaphthoates. benzenesulfonates. ascorbates. glycerophosphates, or 
ketoglularates salts of (±) 2-{4-[2-(2-Ethyl.6-oxo-l-phenyl-1.6^ydropyrimidin-l. 
20 yI)ethoxy]anilino} propanoic acid; 

Li, Na, K, Ca, Mg, Fe, Cu, Zn, Mn; N.N'-diacelyIethylenediamme. betaine. 
caffeine. 2-diethylaminoethanol. 2^iimethylaminoelfaanol. N^tfayhnoipholine. N-' 
ethylpiperidine, glucamine, glucosamine. hydrabamine. • isopropylaiiiine. 
methylglucamine, morpholine. piperazine. piperidine. procaine, purmes] 
25 theobromine, triethylamine, trimethylamine. .tripropylanrine. tromethamine. 
diethanolamine, meglumine, eftylenediamine, N,N'-diphenylelhylenediamine, N.N'- 
dfcenzylethylenediamine. N-benzyl phenylethylamine, choline, choline hydro^dde. 
dicyclohexylamine, metfoimin," benzylamine, phenylethylamine. dialkylamine,' 
tnalkylamine. thiamine, aminopyrimidine. aminopyridine. purine, spermidine;' 
alkylphenylamine. glycinol. phenyl glycinol; glycine, alanine, valine, leucme,' 
isoleucine. norleucine, tyrosine, cystine, cysteine, methionine, proline, hydroxy 
proline, histidine. ornithine, lysine, arginme. serine, threonine, phenylalanine; 
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unnatural amino acids; D-isomers or. substituted anuno adds; guanidine. substituted 
guamdine wherein, flie subslituents aie selected from nitro. amino, alkyl. alkenyl. 
alkynyl; ammonium or substituted ammonium salts and aluminum sails; sulphates.' 
nitrates, phosphates, perchloiates. borates, hydrohalides. acetates, tartrates, maleates' 
citmtes. succinates, pahnoates. mefcanesulphonates, benzoates. sahcylates' 
hydroxynaphthoates. benzenesulfonates. ascorbates. glycemphosphates or 
ketoglutaxates salts of (+) 2-{4-(2-(2-Ethyl-6-oxo^-pKenyl-1.6.iihydropyrimidin-l- 
yl)eflioxyianilino} propanoic acid; 

U Na, K. Ca. Mg. Fe, Cu. Zn, Mn; N.N'-diacetyle1hylenediamine. betaine. 
cafifeine, 2-diethyIaminoethanol, 2-dimefhylaminoethanol. N-ethylmoipholine. N- 
efhylpiperidine. glucamine. glucosamine, hydrabamine. isopropylamine 
methylglucamine. morpholine. " piperazme. piperidine. procaine, purmes. 
theobromine, triethylamine, trimelhylamine, tripropylamine. tromethamine, 
diethanolamine, meglumine, elhylenediamine. N.N'-diphenylethylenediamine. N^'- 
dibenzylethylenediamine. N-benzyl phenylelhylamine. choline, choline hy<hoxide. 
dicyclohexylamine. metfomim, benzylamine. phenylethylamine. dialkylamine.' 
trialkylamine. thiamine, aminopyrimidine. aminopyridine. purine, spermidine;' 
alkylphenylamine, glycinol, phenyl glycinol; glycine, alanine, valine, leucine, 
isoleucine, norleucine. tyrosine, cystine, cysteine, methionine, proline, hydroxy' 
proline, histidme, omilhihe. lysme, argimne, serine, ftreonine. phenylalanme; 
unnatural amino acids; D-isomers or substituted ammo acids; guanidine. substituted 
guanidine wherein the substituents are selected fit>m nitro. amino.' alkyl. alkenyl. 
alkynyl; ammonium or substituted ammonium salts and aluminum salts; sulphates.' 
nitrates, phosphates, perchlorates, borates; hydrohalides. acetates, tartrates, maleates.' 
citrates, succinates, pahnoates, methanesulphonates. benzoates. salicylates,' 
hydroxynaphthoates, benzenesulfonates, ascorbates. glycerophosphates.' or 
ketoglutarates salts of (-) 2.{4-[2-(2-Ethyl-6^x,M.phenyl-1.6-dihydropyrimidin-l. 
yl)ethoxy]anilino} propanoic acid; 

Li, Na. K, Ca, Mg, Fe. Cu, Zn. Mn;.N,N'-diacetylethylenediamine. betaine. 
caffeine. 2-die%lammoethanol. 2-dimethylaminoeflianol. N-ethyhnorpholine. N- 
ethylpiperidine, glucamine. glucosamine, hydrabamine. isopropylamine. • 
methylglucamine. morpholme. piperazine. piperidine. procaine, purines. 



wo 02/081454 



PCT/IB02/01104 



105 



10 



15 



theobronune. iriethylamme. trimethylamine. tripropylamine. tromethamine. 
diethanolamine, meghunine. efliylenedianiine. N^'-diphenylethylenediamke. NJ^'- 
dibenzylethylenediamine, N-benzyl phenylefhylamme. choline, choline hydroxide 
dicyclohexylamine, metfonnin, benzylamine. phenylefeylamine. dialkylanrine 
tnalkylamine, thiannne, aminopyrimidine. anunopyridine. purine, spermidine- 
alkylphenylamine, glycinol, phenyl glycinol; glycine, alanine, valine, leucine 
isoleucine. norleucine. tyrosine, cystine, cysteine, methionine, proline, hydroxy 
proline, histidine. omitbine. lysine, arginine. serine, flneonine. phenylalanine; 
unnatural amino acids; D-isomers or substituted amino acids; guanidine. substituted 
guanidine wherein the substituents are selected from nitro, amino, alky!, alkenyl, 
alkynyl; ammonium or substituted ammonimn salts and aluminmn salts; sulphates.' 
nitrates, phosphates, perchlorates. borates, hydrohalides. acetates, tartrates, maleates.' 
citrates, succinates, pahnoates. .methanesulphonates. ■ benzoates. saKcylates' 
hydroxynaphthoates, benzenesulfonales. ascorbates, - glycerophosphates, or 
ketoglutarates salts of (±) 2-[4-(2-ElhyI-6-oxo^.phenyl-1.6-dihydropyrimidin-l- 
yhnethyl(heptyl)caiboxamido)phenoxy]-2-methyl butanoic acid; 

Li. Na. K, Ca, Mg, Fe. Cu. Zn. Mn; N.N'-diace1yIethylenediamiue. betaine. 
caffeine, 2-diethylaminoethanol. 2^imefeylaminoeftanol N-ethyhnorpholine. N- 
e%lpiperidine, glucamine. glucosamine. hydmbamine. isopropylamine. 
20 methylglucamine, morpholine. piperazine. piperidine. procaine, purines, 
theobromine, triethylamine, trimethylamine. tripropylamme. tromethamine. 
diethanolamine, meglmnine. ethylenediamine, N.N'-diphenylethylenediamine, N.N'- 
dibenzylethylenediamine, N-benzyl phenylethylamine, choline, choline hydro^ride. 
dicyclohexylamine, metformin, benzylamine. phenylethylamine. dialkylamine.' 
trialkylamine, thiamine, aminopyrimidine. aminopyridine, purine, spermidine;' 
alkylphenylamine, glycinol. phenyl glycinol; glycine, alanine, valine, leucine, 
isoleucine, norleucine, tyrosine, cystine, cysteine, methionine, proline, hydroxy 
prolme, histidine, ornithine, lysine, arginine, serine, threonine, phenylalanine; 
umiatural amino acids; D-isomers or substituted ammo acids; guanidine, substituted 
guanidine wherein the substituents are selected fiom nitio. amino, alkyl, alkenyl. 
alkynyl; ammonium or substituted ammonium salts and aluminum salts; sulphates, 
nitrates, phosphates, perchlorates, borates, hydrohalides, acetates, tartrates, maleates, 
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Citrates, succinates, pahnoates. meftanesulphoiiates, benzoates. saKcylates, 
hydroxynaphliioates. benzenesulfonates, ascorbates. glycerophosphates, o^ 
ketoglutarates salts of (+) 2-[4K2-Ethyl-6K>xo^-phenyl-1.6^dtopyriimdin:l- 
yhnethyl(heptyl)carboxainido)phenoxy]-2-me1hyI bulanoic add; 

5 Li.Na.K,Ca,Mg.Fe,(XZn.Mn;NJN'^iace1yle%Ienediaiiime,beta^ 
caffeine, 2-diethylammoeflianol. 2^ethylaniiiioethanol. N^thyhnorpholine. N- 
ethylpiperidine, glucamine, glucosamine, hydiabamine. isopiopylamine. 
methylglucamine. moipholine. piperazine, piperidine. procaine, purines.' 
theobromine, triethylamine, trimethylamme. tripropylamine. tromethamine.' 
10 diethanolanune, meglumine, ethylenediamine, N,N'^phenyle1hylenediamine. N.N'- 
dibenzylethylenediamine, N-ben2yl phenylethylamine. choline, choline hycfro^dde, 
dicyclohexylamine. metformin, benzylamine. phenylethylamine. dialkylamine.' 
trialkylamine. thiamine, aminopyrimidine. aminopyridine. purine, spermidine;' 
alkylphenylamine, glycinol, phenyl glycinol; " glycine, alanine, valine. leucine.' 
15 isoleucine, norleucine, tyrosine, cystine, cysteine, methionine, proline, hydroxji 
proline, histidine, ornithine, lysine, arginine. smne. Ihreomne. phenylalanine; 
unnatural amino acids; D-isomers or substituted amino acids; guanidine. substituted 
guanidine wherein the substituents are selected ftom nitro. amino, alkyl, alkenyl. 
alkynyl; ammonium or substituted ammonium salts and aluminum salts; sulphates, 
20 nitrates, phosphates, perchlorates, borates, hydrohalides. acetates, tartrates, maleates,' 
citrates, succinates, pahnoates, melhanesulphonates, benzoates, saHcylates. 
hydroxynaphthoates, benzenesulfonates, ascorbates. glycerophosphates, or 
ketoglutarates salts of (•) 2-[4-(2-Ethyl-6-oxo^-phenyl-l,6^ydropyrinridin.l- 
ylmethyl(heptyl)carboxamido)phenoxy]-2-methyl butanoic acid; • 
25 Li, Na. K, Ca, Mg, Fe, Cu, Zn, Mn; NJ^'-diacetylethylenediamine, betaine. 

caffeine, 2-diethylaminoethanol, 2-dimefliylaminoethanol, N-elhyhnoipholine, N- 
ethylpiperidine. glucamine, glucosamine. hydrabamine.. isopropylamine. 
methylglucamine, morphohne. piperazine. piperidine. procaine, purines, 
theobromine, triethylamine, trimethylamine, tripropylamine, tromethamme. 
30 diethanolamine, meglumine, ethylenediamine, N,N'-diphenylethylenediamine. NJ*!'- 
dibenzylethylenedianjine, N-benzyl phenylethylamine, choline, choline hydroxide, 
dicyclohexylamine. metformin, benzylamine. phenylethylamine. dialkylamine. 
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trialkylamine. flrianmie. aininopyrmridme. aminopyridme. purine. ' spemudine; 
alkylphenylamine. .glycinol. phenyl glycinol; glycine, alanine, valine, leucine, 
isoleucine. noileucine, tyrosine, cystine, cysteine, mefliionine, proline, hydroxji 
proline, histidine. ornithine, lysine, arginine, serine, threonine, phenylalanine; 
unnatural amino acids; D-isomers or siibslituted amino adds; guanidine, substituted 
guanidine wherein the substituents are selected fiom nitro. amino, alkyl. alkenyl, 
alkynyl; ammonium or substituted ammonium salts and aluminum salts; sulphates,' 
niteates, phosphates, perchlorates, borates, hydrohahdes. acetates, tartrates, maleates,' 
citrates, succinates, palmoates. methanesulphonates. benzoates. sahcylates.' 
hydroxynaphthoates, benzenesulfonates, ascorbates, glycerophosphates, or 
ketoglutarates salts of (±) 2.[4-(2-Elhyl-6-oxo^phenyl.l,6^ihydropyrimidin-I- 
yhnethyl(heplyl) carboxamido)phenoxy]melhyl pentanoic acid; 

Li. Na, K, Ca, Mg. Fe, Cu, Zn, Mn; NJ^'-diacefylethylenediamine. betaine, 
caffeine, 2-diethylaminoelhanol. 2-dimelhylammoethanol, N-ethyhnorpholme. N- 
15 etbylpiperidine. glucamine, glucosamine, hydrabamine. isopropylamine, 
methylglucamine. morpholine. piperazine, piperidine. procaine, purines,' 
theobromine, triethylamine, trimethylamine, tripropylamine, tromethamine.' 
diethanolamine, meglumme, ethylenediamine. NJ^'-diphenylethylenediamine. Nj^'- 
dibenzylethylenediamine. N-benzyl phenylethylamme. choline. choUne hydroxide. 
20 dicyclohexylamine. metformin, benzylamine. phenylethylamine. dialkylamine.' 
trialkylamine, thiamine, anunopyrimidine. aminopyridine. purine, spermidine; 
alkylphenylamme, glycinol. phenyl glycinol; glycine, alanine, valine, leucine, 
isoleucine, norleucine, tyrosine, cystine, cysteine, methionme, proline, hydroxy 
proline, histidine, omilhine, lysine, arginine, serine, threonine, phenylalanine; 
25 unnatural amino acids; D-isomers or substituted amino adds; guanidine, substituted 
guanidine wherein the substituents are selected fiom nitro, amino, alkyl, alki^yl, 
alkynyl; ammonium or substituted ammonium salts and aluminum salts; sulphates, 
nitrates, phosphates, perchlorates, borates, hydrohaJides. acetates, tartrates, maleates. 
citrates, succinates, pahnoates, methanesulphonates, benzoates. salicylates, 
hydroxynaphthoates, benzenesulfonates, ascorbates. glycerophosphates, or 
ketoglutarates salts of (+) 2-[4-(2-Efliyl.6-oxo-4-phenyl-1.6-dihydropyrimidin-l- 
yhnefliyl(heptyl) carboxamido)phenoxy]methyl pentanoic add; 
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U Na. K, Ca, Mg. Fe. Cu, Zn. Mn; N^'-diacetylethylenedianime. betaine. 
caffeine, 2-dielhylaniiiioeflianol. 2-dimeliiylaniinoethanol. N^sfeylmoipholiiie, N- 
efliylpiperidme. glucamine. ghicosamine. hydrabamine. isopropylaiiiine, 
melhylglucanuiie. morpholine, piperazine. piperidine. procaine, purines.' 
theobromine, trielhylamine. . trimethylamke. tripiopylamine, tromethamine, 
dielhanolaniine. meglumine, efliylenediamine. NJ^'-diphenylethylenediamine. N,N'. 
dibenzylethylenediamine, N-benzyl phenylethylamine. choline. choUne hydroidde, 
dicyclohexylamine. metfonnin, benzylamine. phenylethylamine, dialkylamine.' 
trialkylamine. thiamine, aminopyrimidine. aminopyridine, purine, spemudine;' 
alkylphenylamine, glycinol. phenyl glycinol; glycine, alanine, valme. leucine, 
isoleucine. norieucine, tyrosine, cystine, cysteine, methionine, proline, hydroxy 
proline. Mstidine, ornithine, lysine, arginine. serine, threonine, phenylalanine; 
unnatural ammo acids; D-isomers or substituted amino acids; guanidrne. substituted 
guanidine wherein the substituents are- selected ftom nitro. amino, aDcyl. alkenyl. 
alkynyl; ammonium or substituted ammonium salts. and aluminum salts; sulphates, 
nitrates, phosphates, perchlorates, borates, hydrohalides, acetates, tartrates, maleates. 
citrates, succinates, pahnoates. methanesulphonates, benzoales, salicylates, 
hydroxynaphthoates, benzenesulfonates, ascorbates, glycerophosphates, or 
ketoglufarates salts of (-) 2-[4-(2-Efhyl-6-oxo-4-phenyl-1.6Hiihydropyrimidin-l- 
20 yhnethyl(heptyl) carboxamido)phenoxy]methyl pentanoic acid; 

Li, Na, K, Ca, Mg, Fe, Cu.Zn.Mn; N.N'-diacetylethylenedianiine. betaine, 
caffeine, 2-diethylaminoethanol, 2-dimethylaminoethanol, N-ethyhnoipholine, N- 
ethylpiperidine, glucamine, glucosamine, hydrabamine, isopropylamine, 
methylglucamine, morpholine, piperazine, piperidine, procaine, purines, 
flieobromine, triethylamine,. trimediylamine, tripiopylamine, tromethamine, 
diethanolamine, meglumine, e%lenediamine, N^ST'-diphenylethylenediamme, NJ^I'- 
dibenzylethylenediamine. N-benzyl phenylethylamine, cholme. choline hydroxide, 
dicyclohexylamine, metformin, benzylamine, phenylethylamine, diaDsylamine, 
trialkylamine, thiamine, aminopyrimidine. aminopyridine, purine, spermidine; 
30 alkylphenylamine. glycinol. phenyl glycinol; glycine, alanine, valine, leucine, 
isoleucine, norieucine. tyrosine, cystine, cysteme, methionine, proline, hydroxy, 
proline, histidine, ornithine, lysine, arginine. serine, threonine, phenylalanine; 



25 



wo 02/081454 



PCT/ro02/01104 



109 

umiatuial amino acids; D-isomers or substituted amino acids; guanidine, substituted 
guanidine wherein the substituents are selected from nitro, amino, alkyl, alkenyl, 
allqrayl; ammonium or substituted ammonium salts and aluminum salts; sulphates, 
nitrates, phosphates, perchloiates, borates, hydrohalides, acetates, tartrates, maleates, 
5 citrates, succinates, pahnoates, methanesulphonates, benzoates, salicylates, 
hydroxynaphthoates, benzenesulfonates, ascoibates, glycerophosphates, or 
ketoglutarates salts of (±) 2-{4-[2-(2-Elhyl-6-K)xo-4-phenyl-l,6-dihydropyrimidiri-l- 
yl)elhoxy3anilino}-2-mefhyl propanoic acid ; 

Li, Na, K, Ca, Mg, Fe, Cu, Zn, N,N'-diacetylefhylenediamine, betaine, 

10 caffeine, 2-diethylaminoefhanol, 2-dunethylaminoefhanol, N-ethyhnorpholine, N- 
ethylpiperidine, glucamine, , glucosamine, hydrabamine, isopropylamine, 
mefhylglucamine, moipholine, piperazine, piperidine, procaine, purines, 
theobromine, triethylamine, trimefliylamine, tripropylamine, tromethamine, 
diethanolamine, meglumine, efliylenediamine, N,N'-diphenylethylenediamine, N,N'- 

15 dibenzylethylenediamine, N-benzyl phenylethylamine, choline, choline hydroxide, 
dicyclohexylamine, metformin, benzylamine, phenylethylamine, dialkylamine, 
trialkylamine, thiamine, aminopyrimidine, aminopyridine, purine, spermidine; 
allQrlphenylamine, glycinol, phenyl glycinol; glycine, alanine, valme, leucine, 
isoleucine, norleucine,. tyrosine, cystine, cysteine, methionine, proline, hydroxy 

20 proline, histidine, ornithine, lysine, arginine, serine, threonine, phenylalanine; 
unnatural amino acids; D-isomers or substituted amino acids; guanidine, substituted 
guanidine wherein the substituents are selected from nitro, amino, alkyl, alkenyl, 
alkynyl; ammonium or substituted ammonium salts and aluminum salts; sulphates, 
nitrates, phosphates, perchlorates, borates, hydrohalides, acetates, tartrates, maleates, 

25 citrates, succinates, pahnoates, methanesulphonates, benzoates, salicylates, 
hydroxynaphthoates, benzenesulfonates, ascorbates, glycerophosphates, or 
ketoglutarates salts of (+) 2-{4-[2-(2-Ethyl-<-oxo-4-phenyl-l,6-dihydropyrimidi^^ 
yl)ethoxy]anilino}-2-methyl propanoic acid ; 

Li, Na, K, Ca, Mg, Fe, Cu, Zn, Mn; N,N*-diacetylethylenediamine, betaine, 

30 caffeine, 2-diethylaminoethanol, 2-dimethylaminoethanol, N-ethyhnorpholine, N- • 
etiiylpiperidine, glucamine, glucosamine, hydrabamine, isopropylamine, 
methylglucamine, morpholine, piperazme, piperidine, procaine, purines, 
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flieobromine, triethylamine, trimethylamine, tripiopylamine, tromethamine, 
diethanolamine, meglumine, ethylenediamine, N,N'-diphenyle&ylenediamme, N,N*« 
dibenzyletliylenediamine, N-benzyl phenyletfaylamme, choline, choline hydroxide, 
dicyclohexylamine, metfomiin, benzylamine, phenylefliylamine, dialkylamine, 
5 trialkylamine, thiamine, ammopyrimidine, aminopyridine, purine, spennidine; 
alkylphenylamine, glydnol, phenyl glycinol; glycine, alanine, valine, leucine, 
isoleucine, norleucine, tyrosine, cystme. cysteine, methionine, proline, hydroxy 
proline, histidine, omifliine, lysine, arginine, serine, threonine, phenylalanine; 
unnatural amino acids; D-isomeis or substituted amino acids; guanidine, substituted 
10 guanidine wherein flie substituents are selected from nitro, amino, alkyl, alkenyl, 
alkynyl; ammonium or substituted ammonium salts and aluminum salts; sulphates, 
nitrates, phosphates, perchlorates, borates, hydrohalides, acetates, tartrates, maleates, 
citrates, succinates, pahnoates, methanesulphonates, benzoates, salicylates, 
hydroxynaphthoates, benzenesulfonates, ascorbates, glycerophosphates, or 
15 ketoglutarates salts of (-) 2-{4.[2-(2-Ethyl-6-oxo-4-phenyl-l,6-dihydropyrimidin-l- 
yl)ethoxy]anilino}-2-methyl propanoic acid; 

Li, Na, K, Ca, Mg, Fe, Cu, Zn, Mn; N,N'-diacetylethylenediamine, betaine, 
caffeine, 2-diethylaminoethanol, 2-dimethylaminoethanol, N-ethyhnorpholine, N- 
ethylpiperidine, glucamine, glucosamme, hydrabamine, isopropylamine, 
20 methylglucamine, morpholine, piperazine, piperidine, procaine, purines, 
theobromine, triethylamine, trimethylamine, tripropylamine, tromethamine, 
dieflianolamine, meglumine, ethylenediamine, N,N'-diphenylefhylenediamme, N,N'- 
dibenzylethylenediamine, N-benzyl phenylethylamine, choline, chohne hydroxide, 
dicyclohexylamine, metformin, benzylamine, phenylethylamine, dialkylamine, 
25 trialkylamine, thiamine, aminopyrimidine, aminopyridine, purine, spermidine; 
alkylphenylamine, glycinol, phenyl glycinol; glycine, alanine, valine, leucine, 
isoleucine, norleucine, tyrosine, cystine, cysteine, methionine, proline, hydroxy 
proline, histidine, ornithine, lysine, arginine, serine, threonine, phenylalanine; 
unnatural amino acids; D-isomers or substituted amino acids; guanidine, substituted 
30 guanidine wherein the substituents are selected from nitro, amino, alkyl, alkenyl, 
alkynyl; ammonium or substituted ammonium salts and aluminum salts; sulphates, 
nitrates, phosphates, perchlorates, borates, hydrohahdes, acetates, tartrates, maleates. 
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citrates, succinates, pahnoates, meflianesu^)honates, benzoates, salicylates, 
hydioxynaphlJioates, benzenesulfonates, ascoibates, glycerophosphates, or 
ketoglutarates salts of (±) 2-{4.[2<2-EtiiyW-oxo-4-phenyl4,6-dihydropyri^ 
yl)ethoxy]anilino} pentanoic acid; 
5 U Na, K, Ca, Mg, Fe, Cu, Zn, Mn; N jsr'-diacetyle%lenedianmie. betaine, 

caffeine, 2-diefhylaminoethanol, 2-dimethylaminoeflianol, N-efliyhnoipholine, N- 
ethylpiperidine, glucamine, glucosamine," hydrabamine, isopropylamine, 
methylglucamine, morpholine, piperazine, piperidine, procaine, purines, 
flieobromine, triethylamine, trimethylamine, tripropylamine, tromethamine, 
10 diethanolamine, meglumine, ethylenediamine, NJJ'-diphenylethylenediamine, NJ^^'- 
diben2ylethylenediamine, N-benzyl phenylefhylamine, choline, choline hydroxide, 
dicyclohexylamine, metformin, ben2ylamine, phenyle%lamine, dialkylamine, 
trialkylamine, thiamine, aminopyrimidine, aminopyridine, purine, spermidine; 
alkylphenylamine, glycinol, phenyl gjycinol; glycine, alanine, valine, leucine, 
15 isoleucine, norleucine, tyrosine, cystine, cysteine, methionine, proline, hydroxy 
proline, histidine, omithme, lysine, arginine, serine, flrreonine, phenylalanine; 
unnatural amino acids; D-isomers or substituted amino acids; guanidine, substituted 
guanidine wherein the substituents are selected from nitro, amino, alkyl, alkenyl, 
alkynyl; ammonium or substituted ammonium salts and aluminum salts; sulphates, 
20 nitrates, phosphates, perchlorates, borates, hydrohaUdes, acetates, tartrates, maleates, 
citrates, succinates, pahnoates, meflianesulphonates, beozoates, salicylates, 
hydroxynaphthoates, benzenesulfonates, ascorbates, glycerophosphates, or 
ketoglutarates salts of (+) 2-{4-[2-(2-Elhyl-6-oxo-4-phenyl-l,6-dihydropyrimidin-l. 
yl)ethoxy]anilino} pentanoic acid; 
25 Li, Na, K, Ca, Mg, Fe, Cu, Zn, Mn; N,N'-diacetylethylenediamine, betaine, 

caffeine, 2-diethylaminoethanol, 2-dimethylammoethanol, N-ethyhnorpholine, N- 
ethylpiperidine, glucamine, glucosamine, hydrabamine, isopropylamine, 
methylglucamine, morpholine, piperazine, piperidine, procaine, purines, 
theobromine, triethylamine, trimethylamine, trq)ropylamine, tromefliamine, 
30 diethanolamine, meglumine, ethylenediamine, N,N'-diphenylefhylenediamine, NJ^'- 
dibenzyletiiylenediamine, N-bensyl phenylethylamine, choline, choline hydroxide, 
dicyclohexylamine, metformin, benzylamine, phenylefliylamine, diallq^lamine. 
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trialkylamine, thiamine, aminopyrimidine, aminopyridine, purine, spennidine; 
alkylphenylamine, glydnol, phenyl glycinol; glycine, alanine, valine, leucine, 
isoleucine, norleucine, tyrosine, cystme, cysteine, methionine, proline, hydroxy 
proline, histidine, ornithine, lysine, arginine. serine, threonine, phenylalanine;' 
unnatural amino acids; D-isomers or substituted amino acids; guanidine, substituted 
guanidine wherein the substituents are selected fiom nitro. amino, alkyl. alkenyl, 
alkynyl; ammonium or substituted ammonium salts and aluminum salts; sulphates, 
nitrates, phosphates, perchlorates. borates, hydrohaUdes, acetates, tartrates, maleates, 
citrates, succinates, pahnoates. methanesulphonates. benzoates. salicylates, 
hydroxynaphthoates, benzenesulfonates, ascorbates, glycerophosphates, or 
ketoglutarates salts of (-) 2-{4-[2-(2-Ethyl-6-oxo^phenyl-1.6-dihydropyrimidin-l- 
yl)ethoxy]anilino} pentanoic acid; 

Li, Na, K, Ca, Mg, Fe, Cu, Zn, Mn; N,N'-diacelylethylenediamine,' betaine, 
caffeine, 2-diethylaminoelhanol, 2-dimethylaminoethanoI, N-e%hnorpholine, N- 
15 ethylpiperidine, glucamine, glucosamine, hydrabamine, isopropylamine. 
methylglucamine. morpholine. piperazine; pqjeridine. procaine, purines, 
theobromine, triethylamine, trimethylamine, tr5)ropylamine, tromethamine, 
dieflianolamine, meglumine, ethylenediamine, HN'-diphenylethylenediamme, N,N'- 
dibenzylethylenediamine, N-benzyl phenylelhylamme, choline, choline hydroxide, 
20 dicyclohexylamine, metformin, benzylamine, phenylethylamine, dialkylamine, 
frialkylamine, thiamine, aminopyrimidine, aniin<q>yridine, purine, spermidine; 
alkylphenylamine, glycinol, phenyl glycinol; glycine, alanioe, valine, leucine, 
isoleucine, norleucine, tyrosine, cystiiie, cysteine, methionine, proline, hydroxy 
proline, histidine, ornithine, lysine, arginine, serine, threonine, phenylalanine; 
25 unnatural amino iacids; D-isomers or substituted amino acids; guanidine, substituted 
guanidine wherein the substituents are selected from nitro, amino, alkyl, alkenyl, 
attynyl; ammonium or substituted ammonium salts and aluminum sails; su^hates. 
nitrates, phosphates, perchlorates, borates, hydrohalides, acetates, tartrates, maleates, 
citrates, succinates, pahnoates, melhanesulphonates, benzoates, salicylates, 
30 hydroxynaphthoates, benzenesulfonates, ascorbates, glycerophosphates, or 
ketoglutarates salts of (±) 2-[4-(2-Efliyl-6-oxo-4-phenyl-l,6^ihydropyrimidin-l- 
yhnethy](heptyl)carboxainido)phenylsul&nyl] pentanoic acid; 
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Li, Na, K. Ca, Mg, Fe, Cu, Zn, Mh; N^N'-diacetylethylenedianiine, betake, 
caffeine, 2-diefliyIainiiioeflianol, 2-diniefliylaniinoeflianoI. N-ethyhnoipholine, N- 
ethy^iperidine, glucamine. glucosamine, hydrabamine, isopropylamine. 
methylghicamine. morpholine. piperazme, piperidine. procaine, purines, 
5 theobromine, triethylamine, trimethylamine, tripropylamine, tromelhamine, 
dieflianolamine, meglumine, ethylenediamine, N,N*-diphenylethylenediamine. N.N'- 
dibenzyleliiylenediamine, N-benzyl phenyletbylamine. choline, choline hydroxide, 
dicyclohexylamine. metfonnin, benzylamine. phenylefliylamine. diaUcylamine. 
trialkylamine. thiamine, aminopyrimidine, aminopyridine, purine, spennidine; 
10 alkylphenylamine, glycinol, phenyl glycinol; glycine, alanine, valine, leucine, 
isoleucine, norleucine, tyrosine, cystine, cysteine, methionine, proline, hydroxy 
proline, histidine, omilhine. lysine, argmine, serine, threonine, phenylalanine; " 
unnatural amino acids; D-isomers or substituted amino acids; guanidine, substituted 
guanidine wherein the substituenls are selected from nilro, amino, alkyl, alkenyl, 
15 alkynyl; ammonium or substituted ammonium salts and aluminum salts; sulphates, 
• nitrates, phosphates, perchlorates, borates, hydrohaUdes, acetates, tartrates, maleates, 
citrates, succinates, pahnoates, me1hanesu^)honates^ benzoates, salicylates, 
hydroxynaphthoates, benzenesulfonates, ascorbates, gIycerophoq)halBs, or 
ketoglutarates salts of (+) 2-[4-(2-Elhyl-6-oxo-4-phenyl-l,6-dihydropyrimidin-l- 
20 yhnetfayI(heptyl)carboxamido)phenyIsuIfenyl] pentanoic acid; 

Li, Na, K, Ca, Mg, Fe, Cu, Zn, Mn; N,N'-diacetylethylenediamine, betaine, 
caffeme, 2-diefliylaminoethanol, 2-dimelhylaminoethanol, N-ethyhnorpholine. N- 
ethylpiperidine, glucamine, glucosamine, hydrabamine, isopropylamine, 
methylglucamine, morpholine. piperazine, piperidine, procaine, purines, 
25 theobromine, triethylamine, trimethylamine, tripropylamine, tromethamine, 
diedianolamine, megkmine, efliylenediamine, N,N'-diphenylelhylenediamine. N,N'- 
dibenzylethylenediamine, N-benzyl phenylefliylamine, choline, choline hydroxide, 
dicyclohexylamine, metformin, benzylamine. phenylefliylamine, diaUcylamine. 
trialkylamine, fliiamine, aminopyrimidine, aminopyridine, purine, spermidine; 
30 alkylphenylamine, glycinol, phenyl glycmol; glycine, alanine, valine, leucine, 
isoleucine, norleucine, tyrosine, cystine, cysteine, mefliionine, proline, hydroxy 
proline, histidine. omifliine. lysine, arginine. serine, flireonine, phenylalanine; 
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mmataral amino acids; D-isomeis or substituted amino acids; guanidine, substituted 
guanidine wherein Ae substituents are selected from nitro, amino, alkyl, alkenyl. 
attynyl; ammonium or substituted ammonium salts and aluminum salts; su^)liates. 
nitrates, phosphates, perchlorates, borates, hydrohalides, acetates, tartrates, maleates. 
5 citrates, succinates, pahnoates. metJiaiiesu^)honales. benzoates. salicylates; 
hydroxynaphlhoates. benzenesulfonates, ascoitetes. glycerophosphates, " or 
ketoglutarates salts of (-) 2-[4-(2-Ethyl-6-oxo-4-phenyl-l.$-dihydropyrimidin-l- 
ybnefliyl(heptyl)carboxamido)phenylsulfenyl] pentanoic acid; 

U Na, K, Ca, Mg, Fe, Cu, Zn. Mn; N.N'-diacetylethylenediaimne, betaine, 
10 caffeine, 2-diethylaminoethanol. 2-dimefliylaminoethanol, N-ethyhnoipholine. N- 
ethylpiperidine. glucamine, ghicosamine, hydrabamine, isopropylamine, 
methylglucamine, morpholine, piperazine, piperidine. procaine, purfaes, 
theobromine, triethylamine, Irimethylamine, tripropylamine. tromethamine, 
diethanolamine, meglumine, ethylenediamine, N,N'-diphenylethylenediamine, N,N'- 
15 dibenzylethylenediamine, N-benzyl phenylelhylamine, choline, choline hydroxide, 
dicyclohexylamine, metformin, benzylamine, phenylethylamine, . diallqrlamine, 
trialkylamine, thiamine, aminopyrimidine, amin(q)yTidine, purine, spermidine; 
alkylphenylamine, glycinol, phenyl glycinol; glycine, alanine, valine, leucine, 
isoleucine, norleucine, tyrosine, cystine, cysteine, methionine, proline, hydroxy 
proline, histidine, omifliine, lysine, arginine, serine, flireonine, phenylalanine; 
unnatural amino acids; D-isomers or substituted amino acids; guanidine, substituted 
guanidine wherein the substituents are selected from nifro, amino, alkyl, alkenyl, 
alkynyl; ammonium or substituted ammonium salts and aluminum salts; sulphates, 
nitrates, phosphates, perchlorates, borates, hydrohahdes, acetates, tartrates, maleates, 
25 citrates, succinates, palmoates, methanesulphonates, benzoates, salicylates, 
hydroxynaphthoates, benzenesulfonates, ascorbates, glycerophosphates, or 
ketoglutarates salts of (±) 2-{4-[2-(2-Ethyl-6-oxo-4-phenyl-l,6-dihydropyrimidin-l- 
yl)ethylsulfanyl] phenoxy} acetic acid; 

Li, Na, K, Ca, Mg, Fe, Cu, Zn, Mn; NJ^'-diacetylefliylenediamine, betaine, 
30 caffeine, 2-diethylanunoe1hanol, 2-dime%laminoethanol, N-etiiyhnoipholine, N- 
etiiylpiperidine, glucamine, glucosamine, hydrabamine, isopropylamine, 
mefliylglucamine, morpholine, piperazine, piperidine, procaine, purines. 



20 
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fteobromine, trielhylainine, trimefliylaniiDfi, tripropylamme, tromethamine, 
dieftanolamine, meghnnine, elliylenedianiine, NJ^'-diphenylethylenedianiine, NJ^*- 
dxT)en2yle%lenediamme. N-benzyl phenyleftylamine, choline, choline hydroxide, 
dicyclohexylamine, metfonnin. benzylamine. phenylefliylainine, diaDcylamine, 
5 triaDcylamine, thiamine, aminopyrimidine, aminopyridine, purine, speimidine; 
alkylphenylamine, glycinol. phenyl glycinol; glycine, alamne, valine, leucine, 
isoleucine, norleucine, tyrosine, cystine, cysteine, methionme,. proline, hydroxy 
proline, histidine, omifliine, lysine, arginine. serine, threonine, phenylalanine; 
unnatural amino acids; D-isomers or substituted amino acids; guanidine, substituted 
10 guanidine wherein the substituents are selected from nitro, amino, alkyl, alkenyl. 
alkynyl; ammonium or substituted ammonium salts and aluminum salts; sulphates, 
nitrates, phosphates, perchlorates, borates, hydrohahdes, acetates, tartrates, maleates, 
citrates, succinates, pahnoates, melhanesulphonates, benzoates, salicylates, 
hydroxynaphthoates, benzenesulfonates, ascorbates, glycerophosphates, or 
15 ketoglutarates salts of (+) 2-{4-[2-(2-Ethyl-6-oxo-4-phenyl.l,6-dihydropyrimidin-l- 
yl)etiiylsulfanyl] phenoxy} acetic acid; 

Li, Na, K. Ca, Mg, Fe, Cu. Zn. Mn; N.N'-diacetylefliylenediamine, betaine, 
caffeme, 2-diethylaminoethanol, 2-dimethylaminoeflianol. N-etiorhnoipholme. N- 
elhylpiperidine, ghicamine, glucosamine. hydrabamine. isopropylamine, 
20 methylglucamine, moipholine, piperazine, pip6ridine, procaine, purines, 
theobromine, triethylamine, trimethylamine, tripropylamine, tromethamine. 
diethanolamine, meglumine, ethylenediamine, N.N'Hiq)henylefliylenedianiine, N.N'- 
dibenzylethylenediamine. N-benzyl phenylethylamme. choline, choline hydroxide, 
dicyclohexylamine, metformin, benzylamine, phenylethylamine, dialkylamine, 
25 trialkylamine, thiamine, aminopyrimidine. aminopyridine, purine, spermidine; 
alkylphenylamine, glycinol, phenyl glycinol; glycine, alanine, valine, leucine, 
isoleucine, norleucine. tyrosine, cystine, cysteine, methionine, proline, hydroxy 
proline, histidine, ornithine, lysine, arginine, serine, threonine, phenylalanine; 
unnatural amino acids; D-isomets or substituted amino acids; guanidine, substituted 
30 guanidine wherein the substituents are selected from nitro, amino, all^l, alkenyl, 
alkynyl; ammonium or substituted ammonium salts and aluminum salts; sulphates, 
nitrates, phosphates, perchlorates, borates, hydrohalides, acetates, tartrates, maleates, 



wo 02/081454 



PCT/ro02/01104 



116 

citrates, succinates, pahnoates, methanesu^)hoiiates, benzoates, salicylates, 
hydrojqmaphthoates, . benzen^ulfonates, asooibates, glycerophosphates, or 
ketoglutarates salts of (-) 2-{4.[2-(2.Ethyl-6K)xo^phenyl4,6.dihydiopyriiiiidi^^ 
yl)ethylsulfenyl] phenoxy} acetic acid; 
5 Li, Na, K, Ca, Mg, Fe, Cu, Zn, Mn; NJ^'-diacetjrlethylenediamine, betaine. 

caffeine, 2-Kiieliiylaniinoettianol, 2-dimethylaminoethanol, N-ethyhnorpholine, N- 
ethylp^eridine, glucamine, glucosamine, hydiabamine, isopropylamine, 
mefliylglucamine, morpholine, piperazine, piperidine, procaine, purines, 
flieobromine, triethylamme, trimethylamine, tripropylamine, tromefliamine, 
10 diethanolamine, meglumine, efhylenediamine, N,N*-diphenylethylenediamine, N,N'- 
dibenzylethylenediamine, N-benzyl phenylethylamine, choline, choline hydroxide, 
dicyclohexylamine, metformin, benzylamine, phenylethylamine, dialkylamine, 
trialkylamine, fliiamine, aminopyrhnidine, aminopyridine, purine, spermidine; 
alkylphenylamine, glycinol, phenyl glycinol; glycine, alanine, valine, leucine, 

15 isoleucine, norleucine, tyrosine, cystine, cysteine, mefliionine, proline, hydroxy 
proline, histidine, ornithine, lysine, arginine, serine, threonine, phenylalanine; 
unnatural ammo acids; -D-isomers or substituted amino acids; guanidine, substituted 
guanidine wherein the substituents are selected from nitro, amino, alkyl, alkenyl, 
alkynyl; ammonium or substituted ammonium salts and aluminum salts; sulphates, 

20 nitrates, phosphates, perchlorates, borates, hydrohalides, acetates, tartrates, maleates, 
citrates, succinates, pahnoates, methanesulphonates, benzoates, salicylates, 
hydroxynaphthoates, benzenesulfonates, ascorbates, glycerophosphates, or 
ketoglutarates sails of (±) 2.[4-(2-EthyI-6-oxo-4-phenyl-l,6-dihydropyrimidin-l- . 
yhnethyl(heptyl) carboxamido)phenyl sulfanyl]butanoic acid; 

25 Li, Na, K, Ca, Mg, Fe, Cu, Zn, Mn; N,N>diacetylethyIenediamine, betaine, 

caffeine, 2-diethylaminoetfianol, 2-dimethylaminoefhanol, N-efliybnorpholine, N- 
ethylpiperidine, glucamine, glucosamine, hydrabamine, isopropylmiine, 
mefliylglucamine, morpholine, piperazme, piperidine, . procaine, purines, 
theobromine, triefliylamine, trimethylamine, tripropylamine, tromethamme, 

30 diethanolamine, meglumine, ethylenediamine, N,N*-diphenylethylenediamine, N,N'- 
dibenzylefliylenediamine,' N-benzyl phenylethylamme, choline, cholme hydroxide, 
dicyclohexylamine, metformin, benzylamine, phenylethylamme, dialkylamine. 
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trialkylamine, fhiamme, ammopyrimidine, aminopyridine, purine, spennidine; 
alkylphenylamine, gfycinol. phenyl glycinol; glycine, alanine, valine, leucine, 
isoleucine, norleucine, tyrosine, cystine, cysteine, mefliionine, proline, hydroxy 
proline, histidmd, ornithine, lysine, arginine,. serine, threonine, phenylalanine; 
5 unnatural amino acids; D-isomers or substituted amino acids; guanidine, substituted 
guanidine wherein the substituents are selected j&om nitro, amino, alkyl, alkenyl, 
allgoiyl; ammonium or substituted anunonium salts and aluminum salts; sulphates, 
nitrates, phosphates, perchlorates, borates, hydrohalides, acetates, tartrates, maleates, 
citrates, succinates, pahnoates, methanesulphonates, beiizoates, salicylates, 
10 hydroxynaphthoates, benzenesulfonates, ascorbates, glycerophosphates, or 
ketoglutarates salts of (+) 2-[4-(2-Efhyl.6.oxo^-phenyl-l,6-dihydropyrimidin-l. 
yhnethyl(hq)tyl) caiboxamido)phenyl sulfanyl]butanoic acid; 

Xi, Na, K, Ca, Mg, Fe, Cu, Zn, Mn; NJ^*-diacetylefliylenediamine, betame, 
caffeine, 2-diethylaminoethanol, 2-dimethylaminoethanol, N-ethyhnorpholine, N- 

15 ethylpiperidine, glucamine, glucosamine, hydrabamine, isopropylamine, 
methylglucamine, morpholine, pipwazine, piperidine, procaine, purines, 
theobromine, triethylamine, trimethylamine, tripropylamine, tromefliamine, 
diethanolamine, meglumine, ethylenediamine, N,N'-diphenylethylenediamirie, N,N'- 
dibenzylethylenediamine, N-benzyl phenylethylamme, choline, choline hydroxide, 

20 dicyclohexylamine, metformin, benzylamme, phenylethyiamine, dialkylamine, 
trialkylamine, thiamine, aminopyrimidine, aminopyridine, purine, speimidine; 
alkylphenylamine, glycinol, phenyl glycinol; glycine, alanine, valine, leucine, 
isoleucine, norieucine, tyrosine, cystine, cysteine, methionine; proline, hydroxy 
proline, histidine, ornithine, lysine, arginine, serine, threonine, phenylalanine; 

25 unnatural amino acids; D-isomers or substituted amino acids; guanidine, substituted 
guanidine wherein the substituents are selected from nitro, amino, alkyl, alkenyl, 
alkynyl; ammonium or substituted ammonium salts and aluminum salts; su^hates, 
nitrates, phosphates, perchlorates, borates, hydrohalides, acetates, tartrates, maleates, 
citrates, succinates, pahnoates, methanesulphonates, benzoates, salicylates, 

30 hydroxynaphthoates, benzenesulfonates, ascorbates, glycerophosphates, or 
ketoglutarates salts of (-) 2-[4-(2-E%l-6-oxo-4.phenyl-l,6-dihydropyrimidin-l. 
yhnethyl(heptyl) carboxamido)phenyl sulfanyljbutanoic acid; 
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Li, Na, K, Mg, Fe, Cu, Zn. Mn; N,N'-diacetylefliylenediaiBme, betaine, 
caffeine, 2-diethylannnoeflianol, 2-dimethylanimoethanol. N-«1iiylmoipholine, N- 
ethylpiperidine. glucamine, glucosamine, hydrabamine, isopropylamine. 
methylglucamine. moipholine, piperazine, piperidine, procaine, purmes, 
5 feeobromine, trietoylamine, Irimefliylamine. tripropylamine. tromethamine. 
dielbanolamine, meglumine, efliylenedianiine, NJ*'sHphenylefliyIenediamine, N.N'- 
dibenzylethylenediamine, N-benzyl phenylethylamine, choline, choline hydroxide, 
dicyclohexylamine, metformin, benzylamine, phenylelhylamine, dialkylamine. 
trialkylamine. thiamine, aminopyrimidine. aminopyridme, purine, speimidine; 
10 alkylphenylamine, glycinol. phenyl glycinol; glycine, alanine, vahne, leucine, 
isoleucine, norleucine, tyrosine, cystine, cysteine, methionine, proline, hydroxy 
proline, histidine, ornithine, lysine, arginine, serine, threonine, phenylalanme; 
unnatural amino acids; D-isomers or substituted amino acids; guanidine. substituted 
guanidine wherein the substituents are selected from nitro, ammo, alkyl, alkenyl, 
15 alkynyl; ammonium or substituted ammonium sahs and aluminum sahs; sulphates, 
nitrates, phosphates, perchlorates, borates, hydrohalides, acetates, tartrates, maleates, 
citrates, succinates, pahnoates, methanesulphonales, benzoates, saKcylales, 
hydroxynaphthoates, benzenesulfonates, ascorbates, glycerophosphates, or 
ketoglutarates salts of (±) 2-[4-(2-EthyI-6-oxo^-phenyl-l,6-dihydropyrimidm-l- 
20 yhnethyl(heptyl) caTboxamido)phenyI suIfanyl]-4-me1hyI pentanoic acid; 

Li, Na, K, Ca, Mg, Fe. Cu, Zn, Mn; N,N'-diacetylethylenediamine, betaine, 
caffeine, 2-diethylaminoethanol, 2-dnnethylaminoethanol, N-ethyhnorpholine, N- 
ethylpiperidine, glucamine, glucosamine, hydrabamme, isopropylamine, 
methylglucamine, morpholine, piperazine, piperidine, procaine, purines, 
25 theobromine, triethylamine, trimethylamine, tripropylamine, tromethamme, 
diethanolamine, meglumine, elhylenediamine, N,N'-diphenylethylenedianune, N,N*- 
dibenzylethylenediamine, N-benzyl phenylethylamine, choline, choUne hydroxide, 
dicyclohexylamine, metformin, benzylamine, phenylethylamine. dialkylamine. 
trialkylamine, thiamine, aminopyrimidine, aminopyridine, purine, spermidme; 
30 alkylphenylamme, glycinol, phenyl glycinol; glycine, alanine, vahne, leucine, 
isoleucine, norleucine, ^osine, cystine, cysteine, methionine, proline, hydroxy 
proline, histidine, ornithine, fysine, arginine, serine, threonine, phenylalanme; 
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unnatural amino acids; D-isomers or substituted amino acids; guanidine. substituted 
guanidine wherein &e substituaits are selected, fiom nilro, amino, alkyl, alkenyl. 
alkynyl; ammonium or substituted ammonium salts and aluminum salts; su^hates. 
nitrates, phosphates, perchlorates, borates, hydrohaKdes, acetates, tartrates, maleates, 
citrates, succinates, pahnoates, methanesulphonates, benzoales, salicylates, 
hydiDxynaphthoates, benzenesulfonates, ascotbates. glycerophosphates, or 
ketoglutarates salts of (+) 2-[4-(2-Ethyl-6-oxo^phenyl-l,6-dihydiopyrimidin-l- 
ylmethyl(heptyl) carboxaniido)phenyl sulfanyl]-4-mefliyl penlanoic add; 

Li, Na, K, Ca, Mg, Fe, Cu, Zn, Mn; N,N'-diacetylethylenedianiine, betaine, 
caffeine, 2-die1hylaminoe1hanol, 2-dimethylanimoelhanol, N-elhyhnorpholine, N- 
etiiylpiperidine, glucamine. glucosamine, hydrabamine, isopropylamine, 
methylglucamine, morpholine, piperazine, piperidine, procaine, purines.' 
theobromine, triethylamine. trimelhylamine, tripropylamine, tromelhamine, 
dieflianolamine, meglumine, efliylenediamine, N,N'-diphenylethylenediamine, N,N'- 
dibenzylethylenediamine, N-benzyl phenylethylamine, choline, choline hydroxide, 
dicyclohexylamine, metformin, benzylamine, phenylethylamine, dialkylamine, 
trialkylamine, thiamine, aminopyrimidine, aminopyridine, purine, spermidine; 
alkylphenylamine, glycinol. phenyl glycinol; glycine, alanine, valine, leucine, 
isoleucine, norleucine, tyrosine, cystine, cysteine, methionine, proline, hydroxy 
proline, histidine, ornithine, lysine, arginine, serine, threonine, phenylalanine; 
unnatural amino acids; D-isomers or substituted amino acids; guanidine, substituted 
guanidine wherein the substituents are selected from nitro, amino, alkyl, alkenyl, 
alkynyl; ammonium or substituted ammonium salts and aluminum salts; sulphates, 
nitrates, phosphates, perchlorates, borates, hydrohaKdes, acetates, tartrates, maleates. 
citrates, succinates, palmoates, methanesulphonates, benzoates, salicylates, 
hydroxynaphthoates, benzenesulfonates, ascorbates, glycerophosphate?,. or 
ketoglutarates salts of (-) 2-[4-(2-Ethyl-6-oxo-4-phenyl-l,6-dihydropyrimidin-l. 
ytaiethyl(heplyl) carboxamido)phenyI sulfanyl]4-methyl pentanoic acid; 

Li, Na, K, Ca, Mg, Fe. Cu, Zn, Mn; N.N'-diacetylethylenediamine, betaine, 
30 caffeine, 2-diethylaminoetiianol, 2-dimethyIaminoethanol, N-ethybnorpholine, N- 
ethylpiperidine, glucamine, glucosamine, hydrabamine, isopropylamine, 
methylglucamine, morpholine, piperazine, piperidine, procame, purines. 
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theobromine, triefliylamme. trimethylamme, tripiopylaniine, tromrthamine. 
dieftanolamine. meghunine, ethylenediamine, NJ^'^henyletbylenediamine. N.N'- 
dibenzylethylenediamine. N-benzyl phenylethylamme. choline, choline hydroxide, 
dicyclohexylamine, metfonnin. benzylamine. phenylethylamine. dialkylamine,' 
Irialkylamine. thiamine, aminopyrimidine. aminopyridine, purine, spennidine;' 
alkylphenylamine, glycinol. phenyl glycinol; glycine, alanine, valine, leucine! 
isoleucine. norleucine, tyrosine, cystine, cysteine, methionine, proline, hydroxy 
proline, histidine. omilhine. lysine, arginine. serine, threonine, phenylalanine; 
unnatural amino acids; D-isomers or substituted ammo acids; guanidine. substituted 
guanidine wherein the substituents are selected from nilro. amino, aDcyl, alkenyl, 
alkynyl; ammonium or substituted ammonium salts and aluminum salts; sulphates! 
nitrates, phosphates, perchloiates, borates. hydrohaUdes. acetates, tartrates, maleates. 
citrates, succinates, pahnoates. melhanesulphonates, benzoates, saUcylates, 
hydroxynaphthoates, benzenesulfonates. ascorbates, . glycerophosphates, or. 
ketoglutarates salts of (±) 2-{4-[2-(2-Ethyl-6^)xo^-phenyl-1.6^ihydropyrimidiii-l. 
yl)ethoxy] phenylsulfanyl}-2-mefliyl butanoic acid; 

Li. Na. K. Ca. Mg, Fe. Cu. Zn. Mn; N.N'-diacefyiethyIenediamine. betaine. 
caffeine. 2-dielhylaminoethanol, 2-dunethylaminoethanol, N-elhyhnorpholine. N- 
ethylpiperidme. glucamine. glucosamine. hydrabamine. isopropylamine. 
melhylglucamme, morpholine. piperazme, piperidine. procaine, purines, 
theobromine, triethylamine, trimethylamine. tripropylamine, Homethamine. 
diethanolamine, meglumme, ethylenediamine. N,N'-diphenylethylenediamine, N,N'- 
dibenzylethylenediamine, N-benzyl phenylethylamine, cholme. choline hydroxide, 
dicyclohexylamine, metfoimin, benzylamine. phenylethylamine. dialkylamine, 
trialkylamine. thiamine, ammopyrimidine. aminopyridme, purine, spermidine; 
alkylphenylamine. glycinol, phenyl glycinol; glycme. alanine, valine, leucine, 
isoleucine, norleucine; tyrosine, cystine, cysteine, methionine, prohne, hydroxy 
proline, histidine, ornithine, lysine, arginine. serine, tiireonine, phenylalanine; 
unnatural amino acids; D-isomers or substituted amino acids; guanidme. substituted 
guanidine wherein the substituents are selected fiom nitro, amino, alkyl. alkenyl. 
alkynyl; ammonium or substituted ammonium salts and aluminum salts; sulphates, 
nitrates, phosphates, perchlorates, borates, hydrohahdes. acetates, tartrates, maleates. 
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citrates, succinates, pahnoates. melhanesu^honates. benzoates, salicylate^, 
hydroxynaphthoates. benzenesulfonates. ascoAates. glycerophosphates, o^ 
ketoglufarates sahs of (+) 2-{4-[2-(2-E%l-6^xo-l-phenyl.l.6Hiihydiopyriniidin-l. 
yl)elhoxy] phenylsulfenyl}-2-me%l butanoic acid; 
5 Li. Na, K, Ca, Mg. Fe. Cu, Sj. Mn; HN-^cetyletbylenediamine. betaine, 

caffeine, 2^ethylaminoelhaiK)l, 2-dimefliylaniinoethanoI, N-ethyhnorphoiine. N- 
ethylpiperidine, glucanme, gtocosamine. hydrabamine. isopropylamine. 
methylglucamine. moipholine. piperazine. piperidine. ' procaine, purines,' 
theobromine. Iriethylamine, trimethylamine. tripropylamine, tromefhamine,' 
10 diethanolamine, meglumine, e%lenediamine. N,N'-diphenylethylenedianiine. m'- 
dibenzylethylenediamine, N-benzyl phenylethylamine. choline, choline hyioxide, 
dicyclohexylamine. metformin, benzylamine, phenylethylamine. diaJkylamme,' 
trialkylamine, thiamine, aminopyrimidine, aminopyridine, purine, spermidine;' 
alkylphenylamine, glycinol, phenyl glycinol; glycine, alanine, valine, leucme,' 
isoleucine, norleucine, tyrosine, cystine, cysteme, methionine, proline, hydroxy 
proline, histidine. ornithine, lysme, arginine. serine, threonine, phenylalanine; 
umiatural amino acids; D-isomers or substituted amino adds; guanidme, substituted 
guanidine wherein the substituents are selected ftom nitro, amino, alkyl. alkenyl, 
alkynyl; ammonium or substituted ammonium salts and alummum salts; sulphates, 
20 nitrates, phosphates, perchlorates, borates, hydrohalides, acetates, tartrates, maleates, 
citrates, succinates, pahnoates, methanesulphonates. benzoates. salicylates, 
hydroxynaphthoates. benzenesulfonates, ascorbates, glycerophosphates, or 
ketoglutarates salts of (-) 2-{4.[2-(2-Elhyl-6-oxo-4-phenyl-l,6^ydropyrimidin-l- 
yl)ethoxy] phenylsulfanyl}-2-methyl butanoic acid; 

Li, Na. K, Ca, Mg, Fe, Cu, Zn, Mn; NJ^'-diacetylethylenediamine, betaine, 
caffeine, 2-diethylaminoethanol, 2-dime%laminoetfaanol, N-ethyhnoipholine, N- 
ethylpiperidine, glucamine, glucosanune, hydrabamine, isopropylamine, 
methylglucamine, morpholine, piperazme, piperidine, procaine,, purines, 
theobromine, trielhylamine. trimethylamine, tripropylamine. tromethamine. 
30 diethanolamine, meglumine, ethyienediamine, N,N'-diphenyIethyIenediamine, NJ>I'- 
dibenzylethylenediamine. N-benzyl phenylethylamine, choline, choline hydroxide, 
dicyclohexylamine, metformin, benaylamine. phenylethylamine, dialkylamine. 
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trialkylamine, ftiamine, aminopyriinidme. aminopyridine. purine, spermidine; 
alkylphenylamine. glydnol, phenyl glycinol; glycine, alanine, valine, leucine,' 
isoleucine, norleucine, tyrosine, cystine,, cysteine, methionine, proline, hydroxy 
proline, histidine. ornithine, lysine, arginine. serine, flireonine. phenylalanine; 
unnatural amino acids; D-isomers or substituted amino acids; guanidine, substituted 
guanidine wherem the substituenis are selected fiom nitro, amino, alkyl, alkenyl, 
alkynyl; ammonium or substituted ammonium salts and aluminum salts; sulphates, 
nitrates, phosphates, perchlorates, borates, hydiohalides. acetates, tartrates, maleates. 
citrates, succinates, pahnoates, methanesulphonates. benzoates. saUcylates, 
hydroxynaphthoates, benzenesulftHiates, ascoibates, glycerophosphates, or 
ketoglutarates salts of (±) 2-[4-(2-Ethyl-6-oxo^-phenyH,6^ydropyrimidin-l- 
yhnethylcarboxaniido)phenylsulfenyl]-3-methyl butanoic acid; 

U Na, K, Ca,. Mg, Fe, Cu, Zn, Mn; N,N'-diacetylethylenediamine, betaine, 
caffeine, 2-dielhylaminoethanol, 2-dimethylaminoelhanol, N-ethyhnoipholine, N- 
15 ethylpiperidine, glucamme, glucosamine. hydrabamine, isopropylamine, 
methylglucamine, morpholine, piperazine, piperidine. procame, purines, 
theobromine, triethylamine, trimethylamine, tripiopylamine, tromethamine. 
dielhanolamine, meglumine, ethylenediamine, N,N'-diphenylethylenediamine, NOsF'- 
dibenzylethylenediamine, N-benzyl phenylethylamine, choline, cholme hydroxide. 
20 dicyclohexylamine, metformin, benzylamine, phenylefliylamine. dialkylamine. 
trialkylamine, thiamine, aminopyrimidine, aminopyridine, purine, spermidine; 
alkylphenylamine, glycinol, phenyl glycinol; glycine, alanine, valine, leucine, 
isoleucme, norleucine, tyrosine, cystine, cysteine, methionine, proline, hydroxy 
proline, histidine, ornithine, lysine, arginine, serine, fereonine, phenylalanine; 
25 unnatural amino acids; D-isomers or substituted amino acids; guanidine. substituted 
guanidine wherein the substituents are selected from nitio. amino, alkyl, alkenyl, 
alloTiyl; ammonium or substituted ammonium salts and aluminum salts; su^)hates, 
nitrates, phosphates, perchlorates, borates, hydrohalides, acetates, lariiales, maleates, 
citrates, succinates, pahnoates, methanesulphonates, benzoates, salicylates, 
30 hydroxynaphthoates, benzenesulfonates, ascorbates, glycerophosphates, or 
ketoglutarates sails of (+) 2-[4-(2-Ethyl-6-oxo^phenyl-l,6-dihydrDpyrimidin-l- 
yhnethylcarboxamido)phenyl sulfanyl]-3-metjiyl butanoic acid; 
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U Na, K. Ca. Mg, Fe. Cu. Zn, Mn; N^'^iiacetylefliylenediainine. betaine, 
caffeine. 2-dietiiylainmoeflianol, 2^eaylamiiioelhanol. N-ethylmorpholine, N- 
efhy^iperidme. glucamine. glucosamine, hydrabamine. isoFopylaiiine. 
methylglucamine. moiphoHne. pipetazine. pq^ridine. procaine, purines, 
theobromine, triefliylamine. trimethylamine. tripiopylamine, trometbamine! 
dieflianolamine, meglumine, elhylenediamine, NJ^'-diphenyietfaylenediamine, NJ^.'- 
dibenzylethylenediamine, N-benzyl phenylethylamine. choline, choline hytfroxide. 
dicyclohexylamine, metfonnin, benzylamine, phenylethylamine, dialkylamine,' 
trialkylamine. thiamine, aminopyrimidine. aminopyridine, purine, spermidine;' 
alkylphenylamine. glycinol, phenyl glycinol; glycine, alanine, valine, leucine], 
isoieucine, norleucine. tyrosine, cystine, cysteine, metbionine. proline, hydroxj 
proline, histidine, ornithine, lysine, aigimne. serine, threonine, phenylalanine; 
umiatural amino acids; D-isomers or substituted amino acids; guanidine, substituted 
guanidine wherein the substituents are selected from nitio, amino, alkyl, alkenyl, 
alkynyl; ammonium or substituted ammonium salts and ahuninum salts; sulphates, 
nitrates, phosphates, perchlorates. borates, hydrohahdes, acetates, tartrates, maleates, 
citrates, succinates, pahnoates, methanesulphonates, benzoates, saUcylates, 
hydroxynaphthoates, benzenesulfonates, ascoibates, ^cerophosphates. or 
ketoglutarates salts of (-) 2-[4-(2-Ethyl-6-oxo^.phenyl-l,6^ihydropyrimi(Mn-l- 
20 yhnethyIcarboxaniido)phenyIsuIfanyl]-3-me%Ibutanoicacid; 

Li, Na, K, Ca, Mg. Fe, Cu, Zn, Mn; N,N'-diacelylethylenedianiine, betaine, 
caffeme, 2-diethylaminoethanol, 2-dimethylammoe1hanol, N-ethyhnoipholine. N- 
ethylpiperidine. glucamine, glucosamine, hydrabamine. isopropylamine. 
melhylglucamine, moiphoUne. piperazine. piperidine. procaine, purines.' 
25 theobromine, triethylamine, trime%Iamine, tripropylamine. trometharnine.' 
dielhanolamine, meglumine, ethylenediamine, N,N'-diphenylethylenediamine. N,N'- 
dibenzylethylenediamine. N-benzyl phenylethylamine. choline, choline hydroxide, 
dicyclohexylamine. metformin, benzylamine, phenylethylamine. dialkylamine.' 
trialkylamine, diiamine, aminopyrimidine, aminopyridine, purine, spermidine; 
30 alkylphenylamine, glycinol, phenyl glycinol; glycine, alanine, valine, leucine,' 
isoleucme, norleucine, tyrosine, cystine, cysteine, methionine, proline, hydroxy 
prohne, histidine. ornithine, lysine, arginine. serine, threonine, phenylalanine; 
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mmataal amino acids; D-isomets or substituted amino acids; guanidine. substituted 
guanidine wherein fte substituente are selected ftom nilro. amino, alkyl. alkenyl, 
alkynyl; ammonium or substituted ammonium salts and aluminum salts; suiptiOs^, 
nilrates. phosphates, perchlorates, borates. hydrohaHdes. acetates, tartrates, maleates.' 
citrates, succinates, pahnoates, methanesulphonates. benzoates. saKcylates.' 
hydroxynaphlhoates, benzenesulfonates, ascorbates. glycerophosphates, or 
ketoglutarates salts of (±) 2-{4-(2-(2-Elhyl-6-oxo-l-phenyl-l,6Hlihydropyrimidin-l- 
yl)efliylamino]phenyl sul&nyl}butanoic add; 

Li, Na. K, Ca, Mg. Fe, Cu, Zn, Mn; N,N'-diacetyletbylenedianiine, betaine, 
caffeine, 2-die%laminoethanol, 2-dimethylaniinoethanol, N-^yhnoipholine, N- 
efliylpiperidine, glucamine, glucosamine, hydrabamine, isopropylamine. 
melhylglucamine. moipholine. piperazine, piperidine, procaine^ purines, 
theobromine, triethylamine, . trimethylamine, tripropylamine. tromethamine, 
diethanolamine. meghnnine. ethylenediamine, N,N'-diphenylethylenediamine. N.N'- 
dibenzylethylenediamine. N-benzyl pheiiylethylamine. choline, choline hydroxide, 
dicyclohexylamine, metformin,- beanzylamine, phenyleAylamine, dialkylamine, 
trialfcylamine, thiamine, aminopyrimidine, aminopyridine, purine, spermidine; 
alkylphenylamine, glycmol, phenyl glycinol; glycine, alanine, vaMne, leucine, 
isoleucine, norleucine, tyrosine, cystine, cysteine, melhionme, proline, hydroxy 
proline, histidine, ornithine, lysine, arginine, serine, threonine, phenylalanine; 
unnatural amino acids; D-isomers or substituted amino acids; guanidine, substituted 
guanidine wherein the substituents are selected fiom nitro, amino, alkyl, alkenyl, 
alkynyl; ammonium or substituted ammonium salts and alummum salts; su^jhates, 
nitrates, phosphates, perchlorates. borates, hydrohaHdes, acetates, tartrates, maleates, 
25 citrates, succinates, pahnoates, meflianesu^)honates, benzoates, salicylates, 
hydroxynaphthoates, benzenesulfonates, ascorbates, glycerophosphates, or 
ketoglutarates salts of (+) 2-{4-[2-(2-Ethyl-6-oxo-4-phenyl-l,6-dihydropyriniidm-l- 
yl)efliylamino]phenyl sulfanyl}butanoic acid; 

Li, Na. K, Ca, Mg, Fe, Cu, Zn, Mn; N.N'-diace1ylethylenediamine. betaine, 
30 caffeme, 2-diethylaminoeflianol, 2-dimethylaminoeflianol, N-ethyhnoipholine, N- 
ethylpiperidine, glucamine, glucosamine, hydrabamine, isopropylamine, 
melhylglucamine, morpholme, piperazme, piperidine, procaine, purines. 
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theobromine, triethylanune. trimelhylanune, tripropylamine. tiomelhainine. 
diethanolamine. meglumine, efliylenediainine. NjI'-diphenylefliylenediamine. N.N' - 
dibenzylethylenediamine. N-benzyl phenylefliylamine. choline, choline hy<ho;ade. 
dicyclohexylamine, metfonnin, benzylamine. phenylefliylamine. dialkylamine.' 
5 trialkylamine. thiamine, ammopyrimidine, aminopyridine. purine, spennidine.' 
alky^henylamine. glycinol. phenyl glycinol; glycine, alanine, valine, leucine, 
isoleucine, norleucine. tyrosine, cystine, cysteine. - methionine, proline, hydroxy' 
proline, histidine, ornithine, lysine, aiginine. serine, threonine, phenylalanine; 
unnatural amino acids; D-isomers or substituted ammo acids; guanidine, substituted 
10 guanidine wherein the substituents are selected from nitro, amino, alkyl. alkenyl. 
alkynyl; ammonium or substituted ammonium sails and aluminum salts; sulphates,' 
nitrates, phosphates, perchlorates. borates. hydrohaUdes. acetates, tartrates, maleates,' 
citrates, succinates, pahnoates, methanesulphonates, benzoates, saHcylates! 
hydroxynaphthoates, benzenesulfonates, ascorbates, glycerophosphates, or 
15 ketoglutarates salts of (-) 2-{4-[2-(2-EthyI-6-oxo^phenyl-l,6-dihydropyrimidin-l- 
yl)ethylamino]phenyl sulfanyl}butanoic acid ; , 

Li, Na, K. Ca, Mg, Fe. Cu, Zn, Mn; N,N'-diacelylethylenediamine, betaine, 
caffeme, 2-dielhylaminoedianol, 2-dimethylaminoethanol, N-ethyhnoipholine, N- 
ethylpiperidine, glucamine, glucosamine, hydrabamme. isopropylamine, 
20 methylglucamine. moipholme, piperazine, piperidine, procame, purines,' 
theobromine, triethylamine, trimethylamine, tripropylamme, tromethamke, 
diethanolamine, meglumine, ethylenediamine, N,N'-diphenylethylenediamine, N,N'- 
dibenzylethylenediamine, N-benzyl phenylefliylamine. choline, choline hydroxide, 
dicyclohexylamine, metformin, benzylamine, phenylethylamine, dialkylamme,' 
25 trialkylamine. thiamine, aminopyrimidine, aminopyridine, purine, spermidine; 
alkylphenylamine, glycinol. phenyl glycinol; glycine, alanine, vaUne. leucme.'- 
isoleucine. norleucine, tyrosine, cystine, cysteine, methionine, proline, hydroxy 
proline, histidine, ornithine, lysine, arginine, serine, threonine, phenylalanine; 
unnahiral amino acids; D-isomers or substituted amino acids; guanidine, substituted 
guanidine wherein the substituents are selected from nitro. amino, alkyl, alkenyl. 
alkynyl; ammonium or substituted ammonium salts and aluminum salts; sulphates, 
nitrates, phosphates, perchlorates, borates, hydrohalides. acetates, tartrates, maleates, 
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cilrates, succinates, palmoates, meflianesulphonatBs, benzoates, saUcylates, 
hydroxynaphflioates. benzenesulfbnates, ascoibates, ^cerophosphates. or 
ketoglutaiates salts of (±) 2-{4.[2<2.EtJvl^x<>4:phenyl-1.6^ydroBrriniik 
yI)ethylainmo]phenyIsuIfenyl}-4-melhyl pentanoic acid; 
5 Li, Na. K. Ca, Mg, Fe. Cu, Zn. Mn; N,N'-diacelylefhyleiiedianmie, betaine, 

caffeine, . 2^ethyIaminoe1hanol, 2-dimethylanunoethanol, N-ethyhnorpholine, N- 
ethylpiperidine. glucamine, glucosamine, hydrabamine. isopiopylamine, 
methylghicamine. moipholine, piperazine, piperidine. procaine, purines, 
theobromine, triethylamine. trimelhylamine. tripropylamine. tromethamine,' 
10 diethanolamine. meglumine, ethylenediamine, N,N'-diphenyle%lenediamine, NJ^'- 
dibenzylelhylenediamine, N-benzyl phenylethylamine, choline, choline hydroxide, 
dicyclohexylamine. metformin. . benzylamine, phenylethylamine. dialkylamine,' 
trialkylamine, thiamine, aminopyrimidine, aminopyridine. . purine, spermidine; 
alkylphenylamine, glycmol, phenyl glycinol; glycine, alanine, valine, leucine, 
isoleucine, norleucine. tyrosine, cystine, cysteine, methionine, proline, hydroxy 
proline, histidine, ornithine, lysme, arginine; serine, threonine, phenylalanine; 
unnatural amino acids; D-isomers or substituted amino acids; guam-dine, substituted 
guanidine wherein the substitaents are selected from nitro, amino, alkyl, alkenyl, 
alkynyl; ammonium or substituted ammonimn salts and aluminum salts; sulphates, 
20 nitrates, phosphates, perchlorates, borates, hydrohaHdes, acetates, tartrates, maleates. 
citrates, succinates, pahnoates, melhanesu^honates, benzoates, salicylates, 
hydroxynaphthoates, benzenesulfonates, ascorbates, glycerophosphates, or 
ketoglutarates salts of (+) 2-{4-[2-(2-Ethyl-6-oxo-4-phenyl-1.6slihydiopyriniidin-l. 
yl)efhylamino]phenylsulfanyl}-4-methyl pentanoic acid; 
25 Li, Na, K, Ca, Mg, Fe, Cu, Zn, Mn; N,N'-diacetylefliylenediamine, betaine, 

caffeine, 2-diethylaminoethanol, 2-dimethylaminoethanol, N-ethylmoipholine, N- 
ethylpiperidine, glucamine, glucosamine, hydrabamine, isopropylamine, 
methylglucamine. morpholine, piperazine, pq)eridine, procaine, purines, 
theobromine, triethylamine, trimethylamine. tripropylamine, tromethamine, 
30 diethanolamine, meglumine, ethylenediamine, N,N'-diphenylethylenediamine, N,N'- 
dibenzylethylenediamine, N-benzyl phenylethylamine. choline, choline hydroxide, 
dicyclohexylamine, metformin, benzylamine, phenylethylamine, dialkylamine. 
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trialkylamine. ftiamine, aiiim(q,yriniidme. aminopyridme, purine, spennidine; 
alkylphenylamine, glydnol, phenyl glycinol; gfycine. alanine, valine, leucine.' 
isoleucine, norleucine. tyrosine, cystine, cysteine, methionine, proline, hydroxy' 
proline, histidine, omifliine. lysine, arginine. serine, threonine, phenylalanine; 
unnatural amino acids; D-isomers or substituted amino acids; guanidine. substituted 
guanidine wherein the substituents are selected from nitio, amino, alkyl. alkenyl. 
aDcynyl; ammonium or substituted ammonium salts and aluminum salts; sulphates, 
nitrates, phosphates, perchlorates. borates, hydrohalides. acetates, tartrates, maleates, 
citrates, succinates, pahnoates, methanesulphonates, benzoates. salicylates, 
hydroxynaphthoates, benzenesulfonates, ascoibates. glycerophosphates, or 
ketoglutarates salts of (-) 2-{4-[2-(2-E%l-6-oxo^phenyl-l,6Hiihydropyrimidin-l- 
yl)efliylamino]phenylsulfenyl}-4-methyl pentanoic acid; 

Li. Na, K, Ca, Mg, Fe, Cu, Zn, Mn; N,N'-diacetylethylenediamine. betaine, 
caffeine, 2-diethylaminoelhanol. 2-dmiethylaminoe1hanol,. N-ethytoiorpholine. N- 
15 ethylpiperidine, glucamine. glucosamine, hydrabamine. isopropylamine, 
methylglucamine. morpholine. pq)erazme, pq)eridine, procaine, purines.' 
theobromine, triethylamine, trimethylamine, tripropylamine, tromethamine. 
dielhanolamine, meglumine, elhylenediamine, N,N'-diphenylelhylenediamine, N,N'- 
dibenzylethylenediamine, N-benzyl phenylefhylainine, choline, choline hydroxide, 
dicyclohexylamine. metformin, benzylamine. phenylefhylamine. dialkylamine, 
trialkylamine, thiamine, aminopyrimidine, aminopyridine, purine, spermidine; 
alkylphenylamine, glycinol, phenyl glycinol; glycine, alanine, valine, leucine, 
isoleucine. norleucine,_ tyrosine, cystine, cysteine, methionine, proline, hydroxy 
proline, histidine, ornithine, lysine, arginine, serine, ' threonine, phenylalanine; 
25 unnatural amino acids; D-isomCTs or substituted amino acids; guanidine, substifeited 
guanidine wherein the substituents are selected from nilro, amino, alkyl, alkenyl, 
alkynyl; ammonium or substituted ammonium salts and aluminum salts; sulphates, 
nitrates, phosphates, perchlorates, borates, hydrohalides, acetates, tartrates, maleates. 
citrates, succinates, pahnoates, meflianesulphonates, benzoates, salicylates, 
30 hydroxynaphthoates, benzenesulfonates, ascoriiates, glycerophosphates, or 
ketoglutarates salts of (±) 2-{4-[2-(2-Ethyl-6-oxo-4-phenyl-l,6-dihydropyrimidin-l- 
yl)efliylamino]pheiQrlsulfenyl}-3-me1hyl butanoic acid; 
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U Na, K, Ca. Mg. Fe, Cu, Zn. Mn; N^'-diacetylethylenediamme, betaine 
cafieme. 2-diethylaniinoethanol. 2-din.ethylaniinoethanol. N^hnorphoUne, N- 
ethylpiperidine. glucanune. glucosamine, hydmbamfae. isopropylamine 
methylglucamine. morpholine. piperazine. p^eridine. procaine, purines' 
5 theobronnne. triethylamine. Irimeftylanune. triptopylamine. ta«,ethamine 
diethanolamine, meglumine, ethylenediamine, N.N'-aiphenylefl»ylenediamine NN'- 
dibenzylethylenediamine. N-benzyl phenylethylamine. choline, choline hyL^e 
dicyclohexylamine. metfonnin. benzylamine. phenylelhylamine. dialkylamine 
tnalkylamine. thiamine, aminopyrimidine. aminopyridine. purine, spermidine- 
10 alkylphenylamine. glycinol. phenyl glycinol; glycine, alanine, valine, leucine 
isoleucine, norleucine, tyrosine, cystine, cysteine, methionine, proline, hydroxj 
proline, histidine, omilfaine. lysine, arginine. serine, threonine, phenylalanine- 
unnatural amino acids; D-isomers oi- substituted amino acids; guanidine, substituted 
guanidine wherein the substituents are selected from nitro, amino, allcyl. alkenyl. 
15 alkynyl; anmionium or substituted ammonium salts and almninum salts; sulphates.' 
nitrates, phosphates, perchlorates, borates, hydrohaUdes. acetates, tartrates, maleates.' 
citrates, succinates, pahnoates, methanesulphonates. benzoates. salicylates' 
hydroxynaphthoates, benzenesulfonates, ascorbates. glycerophosphates, w 
ketoglutarates salts of (+) 244-[2-(2-Ethyl-6-oxo-4-phenyl-1.6Klihydropyrimidin-l- 
20 yl)ethyIamino]phenylsulfanyl}-3-methylbutanoicacid;or 

Li, Na, K. Ca, Mg, Fe, Cu, Zn. Mn; N,N'-diacelylethylenediamine. betaine. 
caffeine, 2.diethylaminoe1hanol, 2-dimethyIaminoethanol, N-ethyhnotphoIine. N- 
ethylpiperidine, glucamine, glucosamine, hydrabamine, isopropylaiiiine. 
methylglucamine. morpholine. piperazine. piperidine. procaine, purines.' 
25 theobromine, triethylamine. trimethylamine, tripropylamine. tromethg^e.' 
diethanolamine, meglumine, ethylenediamine, NJ^J'niiphenylethylenediamine. NJ^' ' 
dibenzylethylenediamine. N-benzyl phenylethylamine. choline, choline hydroxide, 
dicyclohexylamine. metformin, benzylamine. phenylethylainine. dialkylamine.' 
trialkylamine, thiamine, aminopyrimidine, aminopyridine, purine, spermidine;' 
alkylphenylamine, glycinol, phenyl glycinol; glycine, alanine, valine, leucine.' 
isoleucine, norleucine, tyrosine, cystine, cysteine, methionine, proline, hydroxy' 
proline, histidine. ornithine, lysine, arginine. serine, thiwnine. phenylalanine; 
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unnatoal amino acids; D-isomers or substituted amino acids; guanidine. substituted 
guanidine wherein liie substituents ate selected fiom nitre, amino, alkyl. aUcenyl, 
alkynyl; ammonium or substituted ammonium salts and aluminum salts; sulphates, 
nitrates, phosphates, perchloiates. borates, hydrohalides. acetates, tartoates. maleates.' 
citrates, succinates, pahnoates, melhanesulphonates. benzoates, salicylates.' 
hydroxynaphthoates, benzenesulfonates. ascorbates. glycerophosphates, o^ 
ketoglutaiates salts of (-) 2-{4-t2.(2-Ethyl-6^xo^-phenyl-1.6.dihydropyrimidin-l- 
yl)elhylamino]phenylsulfenyl}-3-me%l butanoic acid. 

7. A pharmaceutical composition which comprises a compound of formula (I) 



I, 1.1 R"* O 

IJ^ ^(CHzk— W-(CH2L-Ar-Q (CH2)p-C-C-YR« 

10 N . r5 

as defined in claims 1 and 2 or a compound as claimed in claim 5 and 6 and a 
pharmaceutically acceptable carrier, diluent, excipient or solvate. 

8. A composition which comprises a compound of formula (I) as defined in 
15 claim 1 or a compound as claimed in claim 5 and an HMG CoA reductase inhibitor, 

ezetimibe. orlistat. fibrate, nicotinic acid, cholestyramine, cholestipol, probucol or a 
mixture thereof and a pharmaceuticaUy acceptable carrier, diluent, excipient or 
solvate. 

9. A pharmaceutical composition as claimed in claim 7 or 8 in the form of a 
20 tablet, capsule, powder, syrup, solution or suspension. 

10. A method for treating and/or preventing diabetes caused by insulin resistance 
or impaired glucose tolerance comprising administering a compound of formula (I) 
as defined in claim 1 or a compound as claimed in claim 5 or a pharmaceutical 
conqwsition according to claim 7 or 8 to a patient in need thereof 

25 11. A method for treating and/or preventing a complication of diabetes said 
. diabetes caused by insulin resistance or impaired glucose tolerance wherein the 
compUcation is dyslipidemia. stroke, hyperlipidemia, hypercholesteremia, 
hyperglycemia, atherosclerosis, leptin resistance, hypertension, obesity, insulm 
resistance, atherosclerosis, coronary artery disease and other cardiovascular 



(I) 



wo 02/081454 



PCT/IB02/01104 



130 



10 



disorder; renal disease, glomerulonephritis, glomenilosclerosis. nephrotic syndrome, 
hypertensive nephroscleiosis. nephropathy, retmopafliy. disorders to related 
endothelial ceU activation, psoriasis, polycystic ovarian syndrome (PCOS), dementia, 
inflammatory bowel diseases, myotonic dystrophy, pancreatitis, arteriosclerosis, 
xanthoma, eating disorders, cancer or osteoporosis, or aldose reductase inhibitors or 
as an antiinflammatory agent comprising administering a compomid of formula (I) as 
defined in claim 1 or a compomid as claimed in claim 5 or 6 or a pharmaceutical 
composition accordmg to claim 7 or 8 to a patient in need ttiereof. 
12. A method of treating and/or preventing hyperlipidemia. hypercholesteremia, 
hyperglycemia, osteoporosis, obesity, .impaired glucose tolerance, atherosclerosis, 
leptin resistance, insulin resistance or diseases in which insulin resistance is the 
underlying pathophysiological mechanism comprising administering a compound of 
formula (I) as defined in claim 1 or a compound as clahned in claim 5 or 6 or a 
pharmaceutical composition according to claim 7 or 8 to a patient in need fliereof 
15 13. A method for the treatment and/ or prophylaxis of disorders related to 
Syndrome X, which comprises administering an agonist of PPARa and/or PPARy of 
formula (I) as claimed in claim 1 or a compound as claimed in claim 5 or 6 or a 
pharmaceutical composition according to claim 7 or 8 to a patient in need thereof 

14. The mefliod according to claim 13 wherein the disorder is hypertension, 
obesity, insulin resistance, atherosclerosis, coronary artery disease or a 

- cardiovascular disorder. 

15. A method for reducing total cholesterol, body weight, blood plasma glucose, 
insulin, HbA,c. triglycerides, LDL, VLDL or fi^ fetty acids or increasmg HDL in 
the plasma comprising administering a compound of fonnula (1), as defined in claim 

25 1 or a compound as claimed in claim 5 or 6 or a pharmaceutical composition 
according to claim 7 or 8 to a patient in need fliereof 

16. A mefliod of treating and/or preventing hyperlipemia, hypercholesteremia, 
hyperglycemia, osteoporosis, obesity, impaired glucose tolerance, aflierosclerosis. 
leptin resistance, insulin resistance, or diseases in which insulin resistance is the 

30 underlying patiiophysiological mechanism comprising administering to a patient in 
need thereof an effective amount of a compound of formula Q) as defined in claim 1 
or a compound as claimed in claim 5 or 6 or a pharmaceutical composition according 
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to. claim 7 or 8 in combination/concomitfant with a HMG CoA reductase inhibitors 
ezetimibe. orlistat, fibrates. nicotinic acid, cholestyramine, colestipol or probucol or 
their combination wifliin such a period so as to act synergistically and/ or additively. 
17. A method according to claim 16. for treating and/or preventing a 
compUcation of diabetes said diabetes caused by insulin resistance or impaired 
glucose tolerance wherein fte complication is dyslqridemia. slioke. hyperlipidemia 
hypercholesteremia, hyperglycemia, osteoporosis, obesity, aflieroscleiosis. leptiii 
resistance, hypertension, obesity, insulin resistance, atherosclerosis, coronary artery 
disease and other cardiovascular disorders; renal disease, glomemlonephritis. 
glomerulosclerosis, nephrotic syndrome, hypertensive nephrosclerosis, nephropathy- 
retinopathy, disorders to related endolheUal cell activation, psoriasis, polycystic 
ovarian syndrome (PCOS), dementia, inflammatory bowel diseases, myotonic 
dystrophy, pancreatitis, arteriosclerosis, xanfliom.a, eating disorders, cancer or 
osteoporosis, or aldose reductase inhibitors or as an antiinflammatory agent 
comprising administering a compound of formula (I) as defined in claim 1 or a 
compomid as claimed in claim 5 or 6 or a pharmaceutical composition according to 
claim 7 or 8 to a patient in need thereof 

18. A method for the treatment and / or prophylaxis of disorders related to 
Syndrome X, which comprises administering to a patient in need thereof an agonist 
of PPARa and/or PPARy of formula (I) as claimed in claim 1 or a compound as 
claimed in claim 5 or 6 or a pharmaceutical composition according to claim 7 or 8 
and a HMG CoA reductase inhibitors, ezetimibe. orlistat. fibrates. nicotinic acid, 
cholestyramine, colestipol or probuqol or (heir combmation witl^m such a period as' 
to act synergistically and/or additively. 
25 19. The method according to claim 18, wherein the disorder is hypertension, 
obesity, insulin resistance, atherosclerosis, coronary arteiy disease or a 
cardiovascular disorder. 

20. A method of reducing plasma glucose, triglycerides, insulin, HbA,e. total 
cholesterol. LDL, VLDL or firee fatty acids or increasing HDL in the plasma, which 
comprises administering a compound of formula (I) claimed in claim 1 or a 
compound as claimed in claim 5 or 6 or a pharmaceutical composition according to 
claim 7 or 8. in combination/concomittant with a HMG CoA reductase inhibitor. 
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ezetimibe, orUslat, fibrates, nicotinic acid, choles^ntamine. colest^ol or piobucol 
which may be administered together or within such a period as to act syneigistically 
and/or additively together to a patient in need thereof 

21. Use of a compound of formula (I) as defined in claim 1 or a compound as 
claimed in claim 5 or 6 or a pharmaceutical composition according to claim 7 or 8 
for treating and/or presenting diabetes caused by insulin resistance or impaired 

glucose tolerance. 

22. Use of a compound of formula (D as defined in claim 1 or a compomid as 
claimed in claim 5 or 6 or a pharmaceutical composition according to claim 7 or 8 
for treating and/or preventing a complication of diabetes said diabetes caused by 
insulin resistance or impaired glucose tolerance wherein the complication .is 
dysUpidemia, stroke, hyperlipidemia, hypercholesteremia, hyperglycemia, 
atherosclerosis, leptin resistance, hypertension, obesity, insulin r^sistai^ce.' 
atherosclerosis, coronary artery disease and other cardiovascular disorders; renal 
disease, glomerulonephritis, glomerulosclerosis, nephrotic syndrome, hypertensive 
nephrosclerosis, nephropathy; retinopafliy. disorders to related endothelial ceU 
activation, psoriasis, polycystic ovarian syndrome (PCOS), dementia, inflammalory 
bowel diseases, myotonic dystrophy, pancreatitis, arteriosclerosis, xanthoma, eating 
disorders, cancer or osteoporosis, or aldose reductase inhibitors or as an 

20 antiinflammatory agent. 

23. Use of a compound of formula (0 as defined in claim 1 or a compound as 
claimed in claim 5 or 6 or a pharmaceutical composition according to clann 7 or 8 
for treating and/or preventing hyperlipidemia, hypercholesteremia, hyperglycemia, 
osteoporosis, obesity, impaired glucose tolerance, atherosclerosis, leptin resistance, 
insulin resistance or diseases in which insulin resistance is the underlying 
pathophysiological mechanism. 

24. Use of a compound of formula (I) as defined in claim 1 or a compound as 
claimed in claim 5 or 6 or a pharmaceutical composition according to claim 7 or 8 

. for die treatment and/ or prophylaxis of disorders related to Syndrome X, which 
30 comprises administering an agonist of PPARo and/or PPARy. 
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25. Use of a compound according to claini 24 wherein the disorder is 
hypertension, obesity, insulin resistance, aflierosclerosis. coronary artery disease or a 

cardiovascular disorder. 

26. Use of a compound of formula (I) as defined in claim 1 or a compound as 
5 clanned in claim 5 or 6 or a pharmaceutical composition according to claim 7 or 8 

for reducing total cholesterol, body weight, blood plasma glucose, insulin. HbA,c. 
triglycerides, LDL. VLDL or free fatfy acids or mcreasmg HDL in die plasma. 

27. Use of a compound of formula (1) as defined in claim 1 or a compound as 
claimed in claim 5 or 6 or a pharmaceutical composition according to claim 7 or 8 in 

10 combination/concomittant with a HMG CoA reductase inhibitors, ezetimibe. orUstat. 
fibrates, nicotinic acid, cholestyramme, colestipol or probucol or their combination 
within such a period so as to act synergisticany / additively for treating and/or 
preventing hyperUpemia. hypercholesteremia, hyperglycemia, osteoporosis, obesity, 
impaired glucose tolerance, atherosclerosis, leptin resistance, insulin resistance, or 
diseases in which insulin resistance is the underlying pathophysiological mechanism, 
to a patient m need thereof 

28. Use of a compound according to claim 27, for treating and/or preventing a 
complication of diabetes said diabetes caused by insulin resistance or hnpai^ed 
glucose tolerance wherein the complication is dyslipideniia, stroke, hyperlipidemia. 

20 hypercholesteremia, hyperglycemia, osteoporosis, obesity, atherosclerosis, leptin 
resistance, hypertension, obesity, insuhn resistance, atherosclerosis, coronary artery 
■ disease and other cardiovascular disorders; renal disease, glomerulonephritis, 
glomerulosclerosis, nephrotic syndrome^ hypertensive nephrosclerosis, nephropathy; 
retinopathy, disorders to related endothelial cell activation, psoriasis, pofycystic 
ovarian syndrome (PCOS), dementia, inflammatory bowel diseases, myotonic 
dystrophy, pancreatitis, arteriosclerosis, xanthoma, eating disorders, cancer or 
osteoporosis, or aldose reductase inhibitors or as an antiinflammatory agent 
comprising administering a compound of formula (I) as defined m claim .1 or a 
compound as claimed in claim 5 or 6 or a pharmaceutical composition according to 
30 claim 7 or 8 to a patient in need thereof 

29. Use of a compound of formula (I) as claimed in claun 1 or a compound as 
clauned in clami 5 or 6 or a pharmaceutical composition according to claim 7 or 8 in 
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combination/concomitant with a HMG CoA reductase inhibitx»s, ezetinribe. orlistat, 
fibrates. nicotimc acid, cholestyramine, colestipol or probucol or their combination 
within such a period as to act syneigisticany / additively for the treatment and / or 
prophylaxis of disorders related to Syndrome X. which comprises administering to a 
patient in need th»eof an agonist of PPARa and/or PPARy. 

30. Use of a compound according to claim 29, wherein the disorder is 
hypertension, obesity, insulin resistance, atherosclerosis, coronary artery disease or a 
cardiovascular disorder. 

31. Use of a compound of fomiula (D as claimed in claim 1 or a compound as 
claimed in claim 5 or 6 or a pharmaceutical composition accordmg to claim 7 or 8 in 
combination/concomitant with a HMG CoA reductase inhibitors, ezetimibe. orlistat. 
fibrates, nicotinic acid, cholestyramine, colestipol or probucol for reducing plasma 
glucose, triglycerides, insulin. HbA.c, total cholesterol. LDL. VLDL or fiee..frtly 
acids or increasing HDL in the plasma. 

15 32. A medicine for treating and/or preventing diabetes caused. by insulin 
resistance or impaired glucose tolerance comprising administering a compound of 
formula (I) as defined in claim 1 or a compound as claimed in claim 5 or 6 or a" 
pharmaceutical composition according to claim 7 or 8 to a patient in need thereof 
33. A medicine for treating and/or preventing a complication of diabetes said 
diabetes caused by insulin resistance or impaired glucose tolerance wherein the 
complication is dyslipidemia. stroke, hyperlipidemia, hypercholesteremia, 
hyperglycemia, atherosclerosis, leptin resistance, hypertension, obesity, insulin 
resistance, atherosclerosis, coronary artery disease and other cardiovascular 
disorders; renal disease, glomemlonephritis. glomerulosclerosis, nephrotic syndrome, 
hypertensive nephrosclerosis, nephropathy; retinopathy, disorders to related ' 
endothelial cell activation, psoriasis, polycystic ovarian syndrome (PCOS). dementia, 
inflammatory bowel diseases, myotonic dystrophy, pancreatitis, arteriosclerosis,' 
xanthoma, eating disorders, cancer or osteoporosis, or aldose reductase inhibitors or 
as an antiinflammatory agent comprising administering a compound of formula (1) as 
defined in claim 1 or a compound as claimed in claim 5 or 6 or a phamaceutical 
composition according to claim 7 or 8 to a patient in need thereof. 
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34. A medicine for treating and/or preventing hyperlipideniia, 
hypercholesteremia, hyperglycemia, osteoporosis, obesity, impaired ghicose 
tolerance, atherosclerosis, leptin resistance, insulin resistance or diseases in which 
insulin resistance is the underlying pathophysiological mechanism comprising 
administering a compound of formula (1) as defined in claim 1 or a compound as 
claimed in claim 5 or 6 or a pharmaceutical composition according to claim 7 or 8 to 
a patient in need thereof 

35. A medicine for the Heabnent and/ or prophylaxis of disorders related to 
Syndrome X, which comprises administering an agonist of PPARa and/or PPARy of 
formula Q) as claimed in clahn 1 or a compound as claimed in claim 5 or 6 or a 
phaimaceutical composition according lo claim 7 or 8 to a patient in need thereof 

36. The medicine according to claim 35, wherein the disorder is hypertension, 
obesity, insulin resistance, atherosclerosis, coronary artery disease or a 
cardiovascular disorder. 

15 37. A medicine for reducing total cholesterol, body weight, blood plasma 
glucose, insulin, HbA,c, triglycerides, LDL. VLDL or free fetty acids or increasing 
HDL in &e plasma comprising administering a compound of formula (I), as defined 
in claim 1 or a compound as claimed in claim 5 or 6 or a pharmaceutical composition 
according to claim 7 or 8 to a patient in need thereof 

20 38. A medicine for treating and/or preventing hyperlipemia, hypercholesteremia, 
hyperglycemia, osteoporosis, obesity, impaired glucose tolerance, atherosclerosis, 
leptin resistance, insulin resistance, or diseases in which insulin resistance is the 
underlying pathophysiological mechanism comprising administering to a patient in 
need thereof an effective amount of a compound of formula as defined m claim 1 • 

25 or a compound as claimed in claim 5 or 6 or a phaimaceutical composition according 
to claim 7 or 8 in combination/concomittant with a HMG CoA reductase mhibitors, 
ezetimibe, orlistat, fibrates, nicotinic acid, choles^oamine, colestqjol or probucol or 
dieir combination within such a period so as to act synergistically / additively. 
39. A medicine according to claim 16, for treating and/or preventing a 

30 compUcation of diabetes said diabetes caused by insulin resistance or inqjaiied 
glucose tolerance wherein the complication is dyslipidemia, stroke, Iqperlipidemia, 
hypercholesteremia, hyperglycemia, osteoporosis, obesity, atherosclerosis, leptin 
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resistance, hypertension, obesity, insulin resistance, atherosclerosis, coronary artery 
disease and other cardiovascular disorders; renal dii^ase. glomerulonephritis, 
glomerulosclerosis, nephrotic syndrome, hypertensive nephrosclerosis, nephropa%; 
retmopalhy. disorders to related endoflielial cell activation, psoriasis, polycystic 
ovarian syndrome (PCOS). dementia, inflammatory bowel diseases, myotonic 
dystrophy, pancreatitis, arteriosclerosis, xanthoma, eatmg disorders, cancer or 
osteoporosis, or aldose reductase inhibitors or as an antiinflammatory agent 
comprising administering a compound of formula (I) as defined in claim 1 or a 
compound as claimed in clahn 5 or 6 or a pharmaceutical composition accordmg to 
claim 7 or 8 to a patient in need thereof 

40. A medicine for the treatment and / or prophylaxis of disorders related to 
Syndrome X, which comprises administering to a patient in need thereof an agonist 
of PPARa and/or PPARy of formula (I) as claimed in clafei 1 or a compound as 
claimed in claim 5 or 6 or a pharmaceutical composition according to claim 7 or 8 io 

15 combination/concomittant with a HMG CoA reductase inhibitors. e2»timibe, orlistat, 
fibrates, nicotinic acid, cholestyramine, colestipol or probucol or their combination 
within such a period as to act synergistically / additively. 

41. The medicine according to claim 40, wherein the disorder is hypertension, 
obesity, insulin resistance, atherosclerosis, coronary artery disease or a 

20 cardiovascular disorder. 

42. A medicine of reducing plasma glucose, triglycerides, insulin, HbA,c, total 
cholesterol, LDL, VLDL or free fatty acids or increasing HDL in the plasma, which 
comprises administering a compound of formula (I) claimed in clann 1 or a 
compound as claimed in claim 5 or 6 or a pharmaceutical composition according to 

25 claim 7 or 8, in combination/concomittant with a HMG CoA reductase mhibitor, 
ezetimibe, orlistat, fibrates, nicotinic acid, cholestyramine, colestipol or probucol 
which may be administered together or within such a period as to act 
synergisticaUy/additively together to a patient in need thereof 

43. Novel intermediate of formula (mh) 

O 

WH-(CH2)n-Ar-Q (CH2)p-C-C-YR^ (mi) 

30 r5 
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wherein n is an integer tanging fixmi 0^; W represents NR', where R' represents 
hydrogen, linear or branched (C,-Cu) aDcyl. substituted or unsubstituted aryl. aralkyl 
group; Ar teptes^is substituted or unsubstituted divalent single or &sed aromatic or 
heterocyclic group; and may be same or different and rq>resent hydicga,. 
hydroxy, alkoxy, halogen or substituted or unsubstituted groups selected fiom linear 
or branched (C,-C,2)alkyl. aralkyl or heteroaralkyl groups; R« may be hydrogen or 
substituted or unsubstituted groups selected fiom (C,-C,2)alkyl. cycloaDcyl. aryl, 
araDcyl. heterocyclyl. heteroaryl or heteroaralkyl groups; Y represents oxygen or 
MR*, where R» represents hydrogen or substituted or unsubstitoted groups selected 
from alkyl. aiyl. hydroxyalkyl. aralkyl heterocyclyl, heteroaryl. or heteroaralkyl. 
groups; R* and R^ together may form a substituted or unsubstituted 5 or 6 membered 
cycUc structure containing carbon atoms, one or more nitrogen atoms and may 
optionally contain one or more heteroatoms selected from oxygen or sulfur, Q 
represents O. S, SO, SO2 or NR' wherein R» represents hydrogen, substituted or 
unsubstituted groups selected from (C,-C,2)a]kyl, cycloaDcyl. aryl, hydroxyalkyl, 
aralkyl heterocyclyl, heteroaryl, or heteroaralkyl groups; p is an integer of 0 or 1; 
44. A process for the preparation of novel intermediate of formula (nB) defined 
in claim 43, which con^rises, reacting a compound of formula (IDi) 

WH-(CH2L-Ar-QH ("«) 
where aU symbols are as defined in claim 43, wifli compound of formula (Effj) 



R'*0 
I II 



L-{CH2)p-C-C-YR« m> 
where L' is a leaving group and all othw symbols are as defined in claim 43. 
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